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PARENT CASE DATA: 



This application claims the benefit' of the filing date of U.S. Provisional 
Application Serial No. 60/454,340 filed Mar. 14, 2003. The invention includes 
the use of at least one component derived from Perna canaliculus to 
treat cancer and/or cancerous tumors in man or animals. The invention also 
includes novel compositions of extracts from Perna 

***canaliculus*** , methods of making these novel compositions, and the use of 

these compositions in the described methods. Components and extracts 

of Blue mussels, i.e., Mytilus edulis, can analogously be provided 

and used according to the invention and all references made herein to Perna 

***canaliculus*** or PCE should be understood to include Mytilus edulis and 

components or extracts thereof. 

NUMBER OF CLAIMS: 26 15 Figure(s). 

DESCRIPTION OF FIGURES: 
FIG. 1. 50% inhibition of Cox-1 is seen between the 1:200 and 1:400 dilutions 
of the Tween extract and between the 1:10 and 1:100 dilutions of the 
Glycogen extract. 

FIG. 2. 50% inhibition of Cox-2 is seen between the 1:200 and 1:400 dilutions 
of the Tween extract and between the 1:10 and 1:100 dilutions of the 
Glycogen extract. 

FIG. 3. Significant inhibition of tumors is seen at the 1:10 and 
of Tween extract. 

FIG. 4. Significant inhibition of potato tumors is seen with the 1:10 
concentration of the Glycogen extract. 

FIG. 5. The fraction of Tween extract retained by the 100K filter 

shows significant inhibition of potato tumors at both the 1:10 and 1:100 

concentrations. 

FIG. 6. The pH of the Tween extract is altered using 10N NaOH and 10N 

HC1 . Significant inhibition of potato tumors occurs at both the 1:10 and 1:100 

concentrations of the pH 2>100 K sample, at the 1:10 concentration of the pH 2 

100K-10K sample, at the 1:10 and 1:100 concentrations of the pH 2<10K sample, 

and at the 1:10 and 1:100 concentrations of the pH 9>100 K sample. 

FIG. 7. The pH of the Tween extract is altered using 1 N NaOH before 

filtering. These extracts are tested at a concentration of 1:10. 



1:00 dilutions 



Significant inhibition of potato tumors is seen at the pH 9>100 K sample, the 
pH 8>100 K sample, and the pH 7>100K sample. 

FIG. 8. The Tween extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 0-48 
hours. The enzyme activity is halted by incubating tubes at 80 degrees C for 15 
minutes. Tx is untreated full strength Tween extract that is 

incubated along with the other samples for 48 hours. Samples are tested at a 
concentration of 1:10. No significant change in activity is seen in any sample 
upon treatment with either proteolytic enzyme. 

FIG. 9. Significant inhibition of tumors is seen with the >300K and 300K-100K 
fractions of the Tween extract. Significant inhibition of tumors is 
seen with the >300K fraction of the Glycogen extract. Campto is 0.1 
ppm Camptothecin . 

FIG. 10. The fraction of glycogen extract retained by the 100K filter 

shows significant inhibition of potato tumors at both the 1:10 and 1:100 

concentrations. The fraction of glycogen extract that passed through 

the 100K filter but was retained by the 30K filter shows slightly significant 

inhibition of potato tumors at both the 1:10 and 1:100 concentrations. 

FIG. 11. The pH of the glycogen extract is altered using 10 N NaOH 

and 10 N HC1 before filtering. Significant inhibition of potato tumors is seen 

at the 1:10 and 1:100 concentrations of the pH 2>100 K sample, at the 1:10 and 

1:100 concentrations of the pH 9>100 K sample, and at the 1:10 concentration of 

the pH 9<10K sample 

FIG. 12. The pH of the glycogen extract is altered using 1 N NaOH 

before filtering. These extracts are tested at a concentration of 

1:10. Significant inhibition of potato tumors is seen at the pH 9>100 K sample, 

the pH 9 100K-10K sample, the pH 8>100 K sample, the pH 7>100K sample, and the 

pH 7 100K-10K sample. 

FIG. 13. The glycogen extract is treated with Pronase and Proteinase 

K independently and incubated at 37 'degrees C for time periods ranging from 

0-48 hours. The enzyme activity is halted by incubating tubes at 80 degrees C 

for 15 minutes. Gx is untreated full strength glycogen extract that 

was incubated along with the other samples for 48 hours. Samples were tested at 

a concentration of 1:10. No significant change in activity is seen in any 

sample upon treatment with either proteolytic enzyme. 

FIG. 14. Pena extracts at the indicated % concentrations are shown to 
inhibit cervical carcinoma (SiHa) cells. 

FIG. 15. Perna extracts at the indicated % concentrations are shown 
to inhibit osteocarcinoma cells (MG-63) . 

AB Described are methods for administering at least one component derived 
from Perna canaliculus or Mytilus edulis, particularly as an 
extract, to treat cancer and cancerous tumors in man or animals. 
Also described are novel compositions of extracts from Perna 
canaliculus or Mytilus edulis, methods of making these novel 
compositions, and the use of these compositions in the described methods. 
CLMN 26 15 Figure (s) . 

FIG. 1. 50% inhibition of Cox-1 is seen between the 1:200 and 1:400 
dilutions of the Tween extract and between the 1:10 and 1:100 
dilutions of the Glycogen extract. 

FIG. 2. 50% inhibition of Cox-2 is seen between the 1:200 and 1:400 
dilutions of the Tween extract and between the 1:10 and 1:100 
dilutions of the Glycogen extract. 

FIG. 3. Significant inhibition of tumors is seen at the 1:10 and 1:00 
dilutions of Tween extract. 

FIG. 4. Significant inhibition of potato tumors is seen with the 1:10 
concentration of the Glycogen extract. 

FIG. 5. The fraction of Tween extract retained by the 100K 
filter shows significant inhibition of potato tumors at both the 1:10 and 
1:100 concentrations. 

FIG. 6. The pH of the Tween extract is altered using 10N NaOH 
and 10N HC1 . Significant inhibition of potato tumors occurs at both the 
1:10 and' 1:100 concentrations of the pH 2>100 K sample, at the 1:10 
concentration of the pH 2 100K-10K sample, at the 1:10 and 1:100 
concentrations of the pH 2<10K sample, and at the 1:10 and 1:100 



concentrations of the pH 9>100 K sample. 

FIG. 7. The pH of the Tween extract is altered using 1 N NaOH 
before filtering. These extracts are tested at a concentration 
of 1:10. Significant inhibition of potato tumors is seen at the pH 9>100 
K sample, the pH 8>100 K sample, and the pH 7>100K sample. 

FIG. 8. The Tween extract is treated with Pronase and Proteinase 
K independently and incubated at 37 degrees C for time periods ranging 
from 0-48 hours. The enzyme activity is halted by incubating tubes at 80 
degrees C for 15 minutes. Tx is untreated full strength Tween 
extract that is incubated along with the other samples for 48 
hours. Samples are tested at a concentration of 1:10. No significant 
change in activity is seen in any sample upon treatment with either 
proteolytic enzyme. 

FIG. 9. Significant inhibition of tumors is seen with the >300K and 
300K-100K fractions of the Tween extract. Significant 
inhibition of tumors is seen with the >300K fraction of the Glycogen 
extract. Campto is 0.1 ppm Camptothecin . 

FIG. 10. The fraction of glycogen extract retained by the 100K 
filter shows significant inhibition of potato tumors at both the 1:10 and 
1:100 concentrations. The fraction of glycogen extract that 
passed through the 100K filter but was retained by the 30K filter shows 
slightly significant inhibition of potato tumors at both the 1:10 and 
1 : 100 concentrations . 

FIG. 11. The pH of the glycogen extract is altered using 10 N 
NaOH and 10 N HC1 before filtering. Significant inhibition of potato 
tumors is seen at the 1:10 and 1:100 concentrations of the pH 2>100 K 
sample, at the 1:10 and 1:100 concentrations of the pH 9>100 K sample, 
and at the 1:10 concentration of the pH 9<10K sample 

FIG. 12. -The pH of the glycogen extract is altered using 1 N 
NaOH before filtering. These extracts are tested at a 

concentration of 1:10. Significant inhibition of potato tumors is seen at 
the pH 9>100 K sample, the pH 9 100K-10K sample, the pH 8>100 K sample, 
the pH 7>100K sample, and the pH 7 100K-10K sample> 
FIG. 13. The glycogen extract is treated with Pronase and 
Proteinase K independently and incubated at 37 degrees C for time periods 
ranging from 0-48 hours. The enzyme activity is halted by incubating 
tubes at 80 degrees C for 15 minutes. Gx is untreated full strength 
glycogen extract that was incubated along with the other 

samples for 48 hours. Samples were tested at a concentration of 1:10. No 

significant change in activity is seen in any sample upon treatment with 

either proteolytic enzyme. 
FIG. 14. Pena extracts at the indicated % concentrations are 

shown to inhibit cervical carcinoma (SiHa) cells. 
FIG. 15. Perna extracts at the indicated % concentrations are 

shown to inhibit osteocarcinoma cells (MG-63) . 
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NOVELTY - Treatment of malignant tumor cancer involves the administration 
of a component (I) from Perna canaliculus or Mylitus edulis 
mussel . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) a composition (CI) comprising an extract of 
f reeze-dried-ground whole Perna canaliculus or Mytilus edulis 
mussel extracted with a polyoxyethylene sorbitan 
ester, non-ionic surfactant (A) ; and 

(2) preparing (CI) involving agitating an aqueous solution of the 
ground f reeze-dried whole mussel with (A) , followed by 

centrifuging the mixture, decanting one or more time to obtain the liquid 
portion as the extract and optionally filtering one or more 
times to remove small solids remaining in the liquid portion 
extract . 

ACTIVITY - Cytostatic. 

MECHANISM OF ACTION - Cancer cell growth inhibitor; Cyclooxygenase 
(COX-1 and COX-2) inhibitor. 

USE - For treating malignant tumor cancer such as leukemia, 
osteosarcoma, cervical cancer, kidney tumor, monocytic leukemia, 
prostratic cancer, estrogen-dependent /non-estrogen dependent breast 
cancer, melanoma or bladder cancer in humans (claimed) and other animals. 

ADVANTAGE - The extracts showed potent and a very broad 
anti-cancer activity without causing any damage to the normal cells. They 
have a desired pH range and have good efficacy even when exposed to the 
acidic environment of the gastrointestinal tract. 
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PARENT CASE DATA: 

This application claims the benefit of the filing date of U.S. Provisional 
Application Serial No. 60/454,340 filed Mar. 14, 2003. The invention includes 
the use of at least one component derived from Perna 

***canaliculus*** to treat cancer and/or cancerous tumors in man or animals. 
The invention also includes novel compositions of extracts from 
***Perna*** canaliculus, methods of making these novel 

compositions, and the use of these compositions in the described methods. 

Components and extracts of Blue mussels, i.e., Mytilus edulis, can 

analogously be provided and used according to the invention and all references 

made herein to Perna canaliculus or PCE should be 

understood to include Mytilus edulis and components or extracts 

thereof. 



NUMBER OF CLAIMS: 26 15 Figure(s). 

DESCRIPTION OF FIGURES: 
FIG. 1. 50% inhibition of Cox-1 is seen between the 1:200 and 1:400 dilutions 
of the Tween extract and between the 1:10 and 1:100 dilutions of the 
Glycogen extract. 

FIG. 2. 50% inhibition of Cox-2 is seen between the 1:200 and 1:400 dilutions 
of the Tween extract and between the 1:10 and 1:100 dilutions of the 
Glycogen extract. 

FIG. 3. Significant inhibition of tumors is seen at the 1:10 and 1:00 dilutions 
of Tween extract. 

FIG. 4. Significant inhibition of potato tumors is seen with the 1:10 
concentration of the Glycogen extract. 

FIG. 5. The fraction of Tween extract retained by the 100K filter 

shows significant inhibition of potato tumors at both the 1:10 and 1:100 

concentrations . 

FIG. 6. The pH of the Tween extract is. altered using 10N NaOH and 10N 

HC1 . Significant inhibition of potato tumors occurs at both the 1:10 and 1:100 

concentrations of the pH 2>100 K sample, at the 1:10 concentration of the pH 2 

100K-10K sample, at the 1:10 and 1:100 concentrations of the pH 2<10K sample, 

and at the 1:10 and 1:100 concentrations of the pH 9>100 K sample. 

FIG. 7. The pH of the Tween extract is altered using 1 N NaOH before 

filtering. These extracts are tested at a concentration of 1:10. 

Significant inhibition of potato tumors is seen at the pH 9>100 K sample, the 

pH 8>100 K sample, and the pH 7>100K sample. 

FIG. 8. The Tween extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 0-48 
hours. The enzyme activity is halted by incubating tubes at 80 degrees C for 15 
minutes. Tx is untreated full strength Tween extract that is 

incubated along with the other samples for 48 hours. Samples are tested at a 
concentration of 1:10. No significant change in activity is seen in any sample 
upon treatment with either proteolytic enzyme. 

FIG. 9. Significant inhibition of tumors is seen with the >300K and 300K-100K 
fractions of the Tween extract. Significant inhibition of tumors is 
seen with the >300K fraction of the Glycogen extract. Campto is 0.1 
ppm Camptothecin. 

FIG. 10. The fraction of glycogen extract retained by the 100K filter 

shows significant inhibition of potato tumors at both the 1:10 and 1:100 

concentrations. The fraction of glycogen extract that passed through 

the 100K filter but was retained by the 30K filter shows slightly significant 

inhibition of potato tumors at both the 1:10 and 1:100 concentrations. 

FIG. 11. The pH of the glycogen extract is altered using 10 N NaOH 

and 10 N HC1 before filtering. Significant inhibition of potato tumors is seen 



at the 1:10 and 1:100 concentrations of the pH 2>100 K sample, at the 1:10 and 
1:100 concentrations of the pH 9>100 K sample, and at the 1:10 concentration of 
the pH 9<10K sample 

FIG. 12. The pH of the glycogen extract is altered using 1 N NaOH 

before filtering. These extracts are tested at a concentration of 

1:10. Significant inhibition of potato tumors is seen at the pH 9>100 K sample, 

the pH 9 100K-10K sample, the pH 8>100 K sample, the pH 7>100K sample, and the 

pH 7 100K-10K sample. 

FIG. 13. The glycogen extract is treated with Pronase and Proteinase 

K independently and incubated at 37 degrees C for time periods ranging from 

0-48 hours. The enzyme activity is halted by incubating tubes at 80 degrees C 

for 15 minutes. Gx is untreated full strength glycogen extract that 

was incubated along with the other samples for 48 hours. Samples were tested at 

a concentration of 1:10. No significant change in activity is seen in any 

sample upon treatment with either proteolytic enzyme. 

FIG. 14. Pena extracts at the indicated % concentrations are shown to 
inhibit cervical carcinoma (SiHa) cells. 

FIG. 15. Perna extracts at the indicated % concentrations are shown 
to inhibit osteocarcinoma cells (MG-63) . 

AB Described are methods for administering at least one component derived 
from Perna canaliculus or Mytilus edulis, 

particularly as an extract, to treat cancer and cancerous 

tumors in man or animals. Also described are novel compositions of 

extracts from Perna canaliculus or Mytilus 

edulis, methods of making these novel compositions, and the use of these 
compositions in the described methods. 
CLMN 2 6 15 Figure (s) . 

FIG. 1. 50% inhibition of Cox-1 is seen between the 1:200 and 1:400 
dilutions of the Tween extract and between the 1:10 and 1:100 
dilutions of the Glycogen extract. 

FIG. 2. 50% inhibition of Cox-2 is seen between the 1:200 and 1:400 
dilutions of the Tween extract and between the 1:10 and 1:100 
dilutions of the Glycogen extract. 

FIG. 3. Significant inhibition of tumors is seen at the 1:10 and 1:00 
dilutions of Tween extract. 

FIG. 4. Significant inhibition of potato tumors is seen with the 1:10 
concentration of the Glycogen extract. 

FIG. 5. The fraction of Tween extract retained by the 100K 
filter shows significant inhibition of potato tumors at both the 1:10 and 
1 : 100 concentrations . 

FIG. 6. The pH of the Tween extract is altered using 10N NaOH 
and 10N HC1. Significant inhibition of potato tumors occurs at both the 
1:10 and 1:100 concentrations of the pH 2>100 K sample, at the 1:10 
concentration of the pH 2 100K-10K sample, at the 1:10 and 1:100 
concentrations of the pH 2<10K sample, and at the 1:10 and 1:10.0 
concentrations of the pH 9>100 K sample. 

FIG. 7. The pH of the Tween extract is altered using 1 N NaOH 
before filtering. These extracts are tested at a concentration 
of 1:10. Significant inhibition of potato tumors is seen at the pH 9>100 
K sample, the pH 8>100 K sample, and the pH 7>100K sample. 

FIG. 8. The Tween extract is treated with Pronase and Proteinase 
K independently and incubated at 37 degrees C for time periods ranging 
from 0-48 hours. The enzyme activity is halted by incubating tubes at 80 
degrees C for 15 minutes. Tx is untreated full strength Tween 
extract that is incubated along with the other samples for 48 
hours. Samples are tested at a concentration of 1:10. No significant 
change in activity is seen in any sample upon treatment with either 
proteolytic enzyme. 

FIG. 9. Significant inhibition of tumors is seen with the >300K and 
300K-100K fractions of the Tween extract. Significant 
inhibition of tumors is seen with the >300K fraction of the Glycogen 
extract. Campto is 0.1 ppm Camptothecin . 

FIG. 10. The fraction of glycogen extract retained by the 100K 

-filter shows significant inhibition of potato tumors at both the 1:10 and 



1:100 concentrations. The fraction of glycogen extract that 
passed through the 100K filter but was retained by the 30K filter shows 
slightly significant inhibition of potato tumors at both the 1:10 and 
1:100 concentrations. . 

FIG. 11. The pH of the glycogen extract is altered using 10 N 
NaOH and 10 N HC1 before filtering. Significant inhibition of potato 
tumors is seen at the 1:10 and 1:100 concentrations of the pH 2>100 K 
sample, at the 1:10 and 1:100 concentrations of the pH 9>100 K sample, 
and at the 1:10 concentration of the pH 9<10K sample 

FIG. 12. The pH of the glycogen extract is altered using 1 N 
NaOH before filtering. These extracts are tested at a 

concentration of 1:10. Significant inhibition of potato tumors is seen at 
the pH 9>100 K sample, the pH 9 100K-10K sample, the pH 8>100 K sample, 
the pH 7>100K sample, and the pH 7 100K-10K sample. 
FIG. 13. The glycogen extract is treated with Pronase and 
Proteinase K independently and incubated at 37 degrees C for time periods 
ranging from 0-48 hours. The enzyme activity is halted by incubating 
tubes at 80 degrees C for 15 minutes. Gx is untreated full strength 
glycogen extract that was incubated along with the other 

samples for 48 hours. Samples were tested at a concentration of 1:10. No 

significant change in activity is seen in any sample upon treatment with 

either proteolytic enzyme. 
FIG. 14. Pena extracts at the indicated % concentrations are 

shown to inhibit cervical carcinoma (SiHa) cells. 
FIG. 15. Perna extracts at the indicated % concentrations are 

shown to inhibit osteocarcinoma cells (MG-63) . 
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NOVELTY - Treatment of malignant tumor cancer involves the administration 
of a component (I) from Perna canaliculus or Mylitus 
edulis mussel. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) a composition (CI) comprising an extract of 
f reeze-dried-ground whole Perna 

canaliculus or Mytilus edulis mussel extracted with a 
polyoxyethylene sorbitan ester, non-ionic surfactant 
(A) ; and 

(2) preparing (CI) involving agitating an aqueous solution of the 
ground f reeze-dried whole mussel with (A) , followed by 

centrifuging the mixture, decanting one or more time to obtain the liquid 
portion as the extract and optionally filtering one or more 
times to remove small solids remaining in the liquid portion 
extract. 

ACTIVITY - Cytostatic. 

MECHANISM OF ACTION - Cancer cell growth inhibitor; Cyclooxygenase 
(COX-1 and COX-2) inhibitor. 

USE - For treating malignant tumor cancer such as leukemia, 
osteosarcoma, cervical cancer, kidney tumor, monocytic leukemia, 
prostratic cancer, estrogen-dependent /non-estrogen dependent breast 
cancer, melanoma or bladder cancer in humans (claimed) and other animals. 

ADVANTAGE - The extracts showed potent and a very 'broad 
anti-cancer activity without causing any damage to the normal cells. They 
have a desired pH range and have good efficacy even when exposed to the 
acidic environment of the gastrointestinal tract. 
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and methods to measure genetic and metabolomic contributing 
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This application claims the benefit of the filing date of U.S. Provisional 
Application Serial No. 60/454,340 filed Mar. 14, 2003. The invention includes 
the use of at least one component derived from Perna 

***canaliculus*** to treat cancer and/or cancerous tumors in man or 

animals. The invention also includes novel compositions of extracts from 

***Perna*** canaliculus, methods of making these novel 

compositions," and the use of these compositions in the described 

***methods . *** Components and extracts of Blue mussels, i.e., Mytilus edulis, 

can analogously be provided and used according to the invention and all 

references made herein to Perna canaliculus or PCE should 

be understood to include Mytilus edulis and components or extracts thereof. 

NUMBER OF CLAIMS : 26 15 Figure(s). 

DESCRIPTION OF FIGURES: 
FIG. 1. 50% inhibition of Cox-1 is seen between the 1:200 and 1:400 dilutions 
of the Tween extract and between the 1:10 and 1:100 dilutions of the Glycogen 
extract . 

FIG. 2. 50% inhibition of Cox-2 is seen between the 1:200 and 1:400 dilutions 
of the Tween extract and between the 1:10 and 1:100 dilutions of the Glycogen 
extract . 

FIG. 3. Significant inhibition of tumors is seen at the 1:10 and 1:00 dilutions 
of Tween extract. 

FIG. 4. Significant inhibition of potato tumors is seen with the 1:10 
concentration of the Glycogen extract. 

FIG. 5. The fraction of Tween extract retained by the 100K filter shows 
significant inhibition of potato tumors at both the 1:10 and 1:100 
concentrations. 

FIG. 6. The.pH of the Tween extract is altered using 10N NaOH and 10N HC1 . 
Significant inhibition of potato tumors occurs at both the 1:10 and 1:100 
concentrations of the pH 2>100 K sample, at the 1:10 concentration of the pH 2 
100K-10K sample, at the 1:10 and 1:100 concentrations of the pH 2<10K sample, 
and at the 1:10 and 1:100 concentrations of the pH 9>100 K sample. 
FIG. 7. The pH of the Tween extract is altered using 1 N NaOH before filtering. 
These extracts are tested at a concentration of 1:10. Significant inhibition of 
potato tumors is seen at the pH 9>100 K sample, the pH 8>100 K sample, and the 
pH 7>100K sample. 

FIG. 8. The Tween extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees. C for time periods ranging from 0-48 
hours. The enzyme activity is halted by incubating tubes at 80 degrees C for 15 
minutes. Tx is untreated full strength Tween extract that is incubated along 
with the other samples for 48 hours. Samples are tested at a concentration of- 
1:10. No significant change in activity is seen in any sample upon treatment 
with either proteolytic enzyme. 

FIG. 9. Significant inhibition of tumors is seen with the >300K and 300K-100K 
fractions of the Tween extract. Significant inhibition of tumors is seen with 
the >300K fraction of the Glycogen extract. Campto is 0.1 ppm Camptothecin . 
FIG. 10. The fraction of glycogen extract retained by the 100K filter shows 
significant inhibition of potato . tumors at both the 1:10 and 1:100 
concentrations. The fraction of glycogen extract that passed through the 100K 
filter but was retained by the 30K filter shows slightly significant inhibition 
of potato tumors at both the 1:10 and 1:100 concentrations. 

FIG. 11. The pH of the glycogen extract is altered using* 10 N NaOH and 10 N HC1 
before filtering. Significant inhibition of potato tumors is seen at the 1:10 
and 1:100 concentrations of the pH 2>100 K sample, at the 1:10 and 1:100 
concentrations of the'pH 9>100 K sample, and at the 1:10 concentration of the 
pH 9<10K sample 

FIG. 12. The pH of the glycogen extract is altered using 1 N NaOH before 
filtering. These extracts are tested at a concentration of 1:10. Significant 
inhibition of potato tumors is seen at the pH 9>100 K sample, the pH 9 100K-10K 
sample, the pH 8>100 K sample, the pH 7>100K sample, and the pH 7 100K-10K 
sample. 

FIG. 13. The glycogen extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 0-4 8 



hours. The enzyme activity is halted by incubating tubes at 80 degrees C for 15 
minutes. Gx is untreated full strength glycogen extract that was incubated 
along with the other samples for 48 hours. Samples were tested at a 
concentration of 1:10. No significant change in activity is seen in any sample 
upon treatment with either proteolytic enzyme. 

FIG. 14. Pena extracts at the indicated % concentrations are shown to inhibit 
cervical carcinoma (SiHa) cells. 

FIG. 15. Perna extracts at the indicated % concentrations are shown to inhibit 
osteocarcinoma cells (MG-63) . 

AB Described are methods for administering at least one component 

derived from Perna canaliculus or Mytilus edulis, 

particularly as an extract, to treat cancer and cancerous 

tumors in man or animals. Also described are novel compositions of 

extracts from Perna canaliculus or Mytilus edulis, 

methods of making these novel compositions, and the use of these 

compositions in the described methods. 
CLMN 2 6 15 Figure (s) . 

FIG. 1. 50% inhibition of Cox-1 is seen between the 1:200 and 1:400 ' 

dilutions of the Tween extract and between the 1:10 and 1:100 dilutions 

of the Glycogen extract. 
FIG. 2. 50% inhibition of Cox-2 is seen between the 1:200 and 1:400" 

dilutions of the Tween extract and between the 1:10 and 1:100 dilutions 

of the Glycogen extract. 
FIG. 3. Significant inhibition of tumors is seen at the 1:10 and 1:00 

dilutions of Tween extract. 
FIG. 4. Significant inhibition of potato tumors is seen with the 1:10 

concentration of the Glycogen extract. 
FIG. 5. The fraction of Tween extract retained by the 100K filter shows 

significant inhibition of potato tumors at both the 1:10 and 1:100 

concentrations. 

FIG. 6. The pH of the Tween extract is altered using 10N NaOH and 10N HC1 . 
Significant inhibition of potato tumors occurs at both the 1:10 and 1:100 
concentrations of the pH 2>100 K sample, at the 1:10 concentration of the 
pH 2 100K-10K sample, at the 1:10 and 1:100 concentrations of the pH 
2<10K sample, and at the 1:10 and 1:100 concentrations of the pH 9>100 K 
sample . 

FIG. 7. The pH of the Tween extract is altered using 1 N NaOH before 
filtering. These extracts are tested at a concentration of 1:10. 
Significant inhibition of potato tumors is seen at the pH 9>100 K sample, 
the pH 8>100 K sample, and the pH 7>100K sample. 

FIG. 8. The Tween extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 
0-48 hours. The enzyme activity is halted by incubating tubes at 80 
degrees C for 15 minutes. Tx is untreated full strength Tween extract 
that is incubated along with the other samples for 48 hours. Samples are 
tested at a concentration of 1:10. No significant change in activity is 
seen in any sample upon treatment with either proteolytic enzyme. 

FIG. 9. Significant inhibition of tumors is seen with the >300K and 
300K-100K fractions of the Tween extract. Significant inhibition of 
tumors is seen with the >300K fraction of the Glycogen extract. Campto is 
0.1 ppm Camptothecin. 

FIG. 10. The fraction of glycogen extract retained by the 100K filter 
shows significant inhibition of potato tumors at both the 1:10 and 1:100 
concentrations. The fraction of glycogen extract that passed through the 
100K filter but was retained by the 30K filter shows slightly significant 
inhibition of potato tumors at both the 1:10 and 1:100 concentrations. 

FIG. 11. The pH of the glycogen extract is altered using 10 N NaOH and 10 
N HC1 before filtering. Significant inhibition of potato tumors is seen 
at the 1:10 and 1:100 concentrations of the pH 2>100 K sample, at the 
1:10 and 1:100 concentrations of the pH 9>100 K sample, and at the 1:10 
concentration of the pH 9<10K sample 

FIG. 12. The pH of the glycogen extract is altered using 1 N NaOH before 
filtering. These extracts are tested at a concentration of 1:10. 
Significant inhibition of potato tumors is seen at the pH 9>100 K sample, 



the pH 9 100K-10K sample, the pH 8>100 K sample, the pH 7>100K sample, 
and the pH 7 100K-10K sample. 

FIG. 13. The glycogen extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 
0-48 hours. The enzyme activity is halted by incubating tubes at 80 
degrees C for 15 minutes. Gx is untreated full strength glycogen extract 
that was incubated along with the other samples for 48 hours. Samples 
were tested at a concentration of 1:10. No significant change in activity 
is seen in any sample upon treatment with either proteolytic enzyme. 

FIG. 14. Pena extracts at the indicated % concentrations are shown to 
inhibit cervical carcinoma (SiHa) cells. 

FIG. 15. Perna extracts at the indicated % concentrations are shown to 
inhibit osteocarcinoma cells (MG-63) . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Lipidated glycosaminoglycan particles are prepared by reacting a 

glycosaminoglycan with at least one lipid to cross-link the carboxylic 
acid groups in the glycosaiminoglycan with a primary amine in the lipid. 
These particles can be used to encapsulate active ingredients, such as 
drugs for use in the treatment of pathological conditions in an animal. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention provides a compositions comprising mussel hydrolysate from 



Indian green mussel, e.g., Perna viridis. The invention further provides 
methods of inhibiting or preventing osteoclast formation and/or 
bone resorption comprising administration of mussel hydrolysate from 
Indian Green to an animal or human. The compositions of the invention 
are non-toxic to other cells. Additionally, the invention provides 
processes for extracting mussel hydrolysate from Indian green mussel, 
e.g., Perna viridis. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Biologically active extracts of celery seed are produced by controlled 
ethanolic extraction, distillation and drying, and further processing by 
supercritical fluid extractions (SFE) , and may be further fractionated 
by column fractionation, distillation, LiAlH reduction and the like. 
These extracts possess activity for the treatment and prevention of 
acute and chronic pain, inflammation and gastrointestinal irritation. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A composition for the protection, treatment and repair and for reducing 

the inflammation of connective tissue in mammals and a method 
for the protection, treatment of connective tissue in mammals by the 
administration of the composition. The composition includes at least two 
compounds selected from S-Adenosylmethionine (SAM), an aminosugar 
selected from the group consisting of glucosamine, glucosamine salts, 
glucosamine hydrochloride, galactosamine, N-acetylglucosamine , and 
fragments, mixtures or salts thereof, and a* glycosaminoglycan or 
glycosaminpglycan-like compound selected from the group consisting of 
chondroitin, chondroitin salts, hyaluronic acid, glucuronic acid, 
iduronic acid, keratan sulfate, keratin sulfate, heparan sulfate, 
dermatin sulfate, PPS, sodium PPS, calcium PPS, -oversulf ated GAGs, and 
fragments, salts, and mixtures thereof. The composition optionally 
includes manganese which promotes the production of connective tissue 
matrix. The composition also optionally includes methyl donors or. methyl 
donor cofactors, such as vitamin B. sub. 12, vitamin B.sub.6, folic acid, 
dimethylglycine or trimethylglycine, and betaine. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 
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PRIORITY APPLN. INFO: AU 1999-9106 19990310 
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AB WO 2000053198 Al UPAB: 20060117 

NOVELTY - Inhibition of synthesis of 5-hydroxyeicosatetraenoic acid 
(5-HETE) and/or 12-HETE comprising administering a lipid extract of 
Perna canaliculus or Mytulis edulis, is new. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for a 
composition for the treatment of cancer comprising a lipid 
extract of Perna canaliculus or Mytulis edulis. 

ACTIVITY - Cytostatic; antiasthmatic; bronchodilator ; 



antiarteriosclerotic; vasodilator; hypotensive; dermatological ; 
antipsoriatic; gastrointestinal general; antiinflammatory; antiulcer; 
antibacterial; immunosuppressive; antiarthritic; antirheumatic; 
antiallergic; ophthalmological ; gynecological; nephrotropic; antidiabetic. 

Forty patients aged 18-62 years, with atopic steroid-naive asthma 
were used in a double-blind randomized placebo study. Thirty patients were 
treated with the lipid extract for 10 weeks and 10 were treated with a 
placebo. Inhalations of beta2-antagonists were used by each group on 
demand. Results after 8 weeks showed that in the test group chest 
tightness, night awakening, and usage of beta2-antagonists (puffs/day) had 
decreased by 40, 70, and 50 % respectively and peak expiration flow had 
increased by 15 %. In the placebo group chest tightness had decreased by 
13 %, and night awakening, and usage of beta2-antagonists (puffs/day) had 
increased by 80, and 300 % respectively, with no change in peak flow. 

MECHANISM OF ACTION - Antimetastatic; lipoxygenase inhibitor. 

USE - The method is used in the treatment of 
cancer, especially in the inhibition of tumor cell proliferation 
or tumor metastasis (claimed). The method can also be used in 
the treatment of any disease associated with a lipoxygenase pathway, e.g. 
respiratory diseases (such as asthma, bronchial diseases and chronic 
obstructive pulmonary disease), vascular diseases (such as 
atherosclerosis, coronary artery diseases, hypertension and sickle cell 
disease-associated vaso-occlusion) , skin diseases (such as dermatitis, 
psoriasis and atopic eczema) , gastrointestinal diseases (such as 
inflammatory bowel disease, ulcerative colitis, Crohn's disease, 
pancreatitis, and periodontal disease) , sarcoidosis, septic shock, 
musculo-skeletal diseases (such as arthritis), leukemia, diabetes, allergy 
(such as otitis media and ocular allergy), uveitis, kidney diseases (such 
as glomerulonephritis and nephrotic syndrome), and prostate diseases (such 
as benign prostate hyperplasia) . 
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DOCUMENT TYPE: Article; Journal 

FILE SEGMENT: AGRI 

LANGUAGE: English 

REFERENCE COUNT: 28 

ENTRY DATE: Entered STN: 1997 

Last Updated on STN: 1997 
^ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 

AB Shellfish may bioaccumulate a variety of chemicals, some of which are 

mutagenic or carcinogenic to humans. Mutagenicity tests provide an 
integrated way of detecting these chemicals. This paper describes the 
application of two such tests to New Zealand shellfish in laboratory and 
field situations. The bacterial mutagenicity test gave positive results 
on a nitric acid extract of green-lipped mussels (Perna 
canaliculus) that had been exposed to model carcinogens under 
laboratory conditions. When applied to Pacific oysters (Crassostrea 
gigas) that had been sampled from four different sites in the Manukau 
Harbour, the same methods detected mutagenic activity which 



varied both by date and area sampled. The micronucleus assay gave a 
readily scored measure of chromosome damage in gill tissues in both 
mussels and oysters, but presented some practical problems in field 
studies. Our studies emphasise the need to sample within a short time 
interval, and the advantage of using a complementary package of bacterial 
mutagenicity and gill micronucleus assays. 
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Compositions containing novel mussel extracts are described for use in 
treating cancer and cancerous tumours. The invention uses 
therapeutically active extracts from mussels belonging to Perna 
canaliculus or Mytilus edulis. The novel extracts are claimed to 
exhibit cytotoxic activity against a wide range of cancer 

cells, particularly malignant tumour cells. The extracts are believed to 
inhibit the cancer cells only in the growth phase of the cell 
cycle, and do not damage normal cells, which are mostly in the resting 
phase. Compositions containing Perna canaliculus 

extracts are claimed to exhibit therapeutic effects against a wider range 

of cancer cells, and can be used to treat leukaemia, 

osteosarcoma, cervical cancer, kidney tumours, prostate 

cancer, breast cancers, melanoma, and bladder 

cancer. 
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Patent 
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A composition with improved anti-angiogenic activity consists of shark 
meat and mussel extracts and beeswax. The invention is claimed to be 
useful in preventing or treating arthritis, macular degeneration, 
retinopathy, cancer and other diseases associated with 
angiogenesis . The mussel extract .is preferably obtained from the New 
Zealand green-lipped mussel (Perna canaliculus), the 

Korean mushroom (Phellinus linteus) or the Maitake mushroom (Grifola 
frondosa) . The meat extract may be obtained from dogfish, rig 
(lemonfish) , ghost shark, school shark, blue shark, mako, blacktip reef 
shark, salmon shark or elephant fish. The composition preferably 
includes olive oil and vitamin E. A method of using the 
composition is also disclosed. 
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Compositions containing novel mussel extracts are described for use in 
treating cancer and cancerous tumours. The invention uses 
therapeutically active extracts from mussels belonging to Perna 
canaliculus or Mytilus edulis. The novel extracts are claimed to 
exhibit cytotoxic activity against a wide range of cancer 

cells, particularly malignant tumour cells. The extracts are believed to 
inhibit the cancer cells only in the growth phase of the cell 
cycle, and do not damage normal cells, which are mostly in the resting 
phase. Compositions containing Perna canaliculus 

extracts are claimed to exhibit therapeutic effects against a wider range 

of cancer cells, and can be used to treat leukaemia, 

osteosarcoma, cervical cancer, kidney tumours, prostate 

cancer, breast cancers, melanoma, and bladder 

cancer. 
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A method for the inhibition of lipoxygenase pathways is 
described. Lipid extracts of the New Zealand green-lipped mussel 
Perna canaliculus or the blue mussel Mytulis edulis 

inhibit the 5- or 12-lipoxygenase pathways, or both, and may act as a 
prophylactic or therapeutic agent in the treatment of cancer, 
asthma and atherosclerosis. The lipid extract may be obtained by 
supercritical fluid extraction of a crude powder, and is rich in 
non-polar lipids. The extracts also inhibit leukotriene synthesis. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention includes a Mytilus edulis cDNA 

having a nucleotide sequence that encodes for the Mytilus 
edulis foot protein-2 (Mefp-2), an example of a mollusk foot 
protein. Mefp-2 is an integral component of the blue mussels 1 
adhesive protein complex, which allows the mussel to attach to 
objects underwater. The isolation, purification and sequencing of the 
Mefp-2 gene will allow researchers to produce Mefp-2 protein using 
genetic engineering techniques. The discovery of Mefp-2 gene sequences 
will also allow scientists to better understand how the blue 
mussel creates its waterproof adhesive protein complex. 
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US 6995012 

US 2006029996 

US 2004-915160 

Utility 

GRANTED 

Wax, Robert A. 

Rooke, Agnes 

Trask Britt, P.C. 

24 

1 

1 Drawing Figure ( s ) 
1290 



1 Drawing Page(s) 



L4 



ANSWER 2 OF 65 USPATFULL on STN 



DUPLICATE 2 



ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 



2006: 11945 USPATFULL 

Cloning and expression of recombinant adhesive protein 

Mefp-1 of the blue mussel, Mytilus 

edulis 

Silverman, Heather G., Idaho Falls, ID, UNITED STATES 
Roberto, Francisco F., Idaho Falls, ID, UNITED STATES 
Battelle Energy Alliance, LLC, Idaho Falls, ID, UNITED 
STATES (U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 



US 6987170 Bl 20060117 

US 2006029997 Al 20060209 

US 2004-915161 20040809 
Utility 
GRANTED 
Wax, Robert A. 
Rooke, Agnes 
Trask Britt P.C. 
14 
1 

1 Drawing Figure (s) 
1185 

INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention comprises a Mytilus edulis 
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cDNA sequenc having a nucleotide sequence that encodes for the 

Mytilus edulis foot protein-1 (Mefp-1),' an example of 

a mollusk foot protein. Mefp-1 is an integral component of the blue 

mussels' adhesive protein complex, which allows the 

mussel to attach to objects underwater. The isolation, 

purification and sequencing of the Mefp-1 gene will allow researchers to 
produce Mefp-1 protein using genetic engineering techniques. The 
discovery of Mefp-1 gene sequence will also allow scientists to better 
understand how the blue mussel creates its waterproof adhesive 
protein complex. 
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A medical prosthetic device or medical implant containing a metal 
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material (A) selected from the group consisting of titanium or an alloy 
thereof, zirconium or an alloy thereof, tantalum or an alloy thereof, 
hafnium or an alloy thereof, niobium or an alloy thereof and a 
chromium-vanadium alloy, wherein surface parts of the metal material (A) 
are coated with a layer of a corresponding hydride material (B) selected 
from titanium hydride, zirconium hydride, tantalum hydride, hafnium 
hydride, niobium hydride and chromium and/or vanadium hydride, 
respectively, said device or implant being characterised in that the 



layer of hydride material (B) comprises one or more biomolecule 
substances (C) associated therewith. The device or implant exhibits 
improved biocompatibility . The metal material (A) is preferably 
titanium. The biomolecule substance (C) may be selected from the 
following types of substances: Natural or recombinant bio-adhesives ; 
natural or recombinant cell attachment factors; natural, recombinant or 
synthetic biopolymers; natural or recombinant blood proteins; natural or 
recombinant enzymes; natural or recombinant extracellular matrix 
proteins; natural or synthetic extracellular matrix biomolecules; 
natural or recombinant growth factors and hormones; natural, recombinant 
or synthetic peptide hormones; natural, recombinant or synthetic 
deoxyribonucleic acids; natural, recombinant or synthetic ribonucleic 
acids; natural or recombinant receptors; enzyme inhibitors; drugs; 
biologically active anions and cations; vitamins; adenosine 
monophosphate (AMP) , adenosine diphosphate (ADP) or adenosine 
triphosphate (A TP); marker biomolecules; amino acids; fatty acids; 
nucleotides (RNA and DNA bases); and sugars. 
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AB Methods for surface-initiated atom transfer radical 

polymerization, which can utilize a catecholic alkyl halide initiator. 
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The invention relates to a product capable of having one or more 
properties sected from: anti-fouling properties", anti-adhesive 
properties, anti-inflammatory properties, and wherein said product is 
obtainable from starfish. 
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We integrated across individual, Population, Community, and ecosystem 
levels to understand the impact of environmental stress by tracking the 
foundation species Mytilus edulis in the hypoxic 

estuary Narragansett Bay, Rhode Island, USA. Our initial Surveys revealed 

that the Mussels occurred in nine extensive (2-28 ha) dense 

(814-9943 individuals/m(2) ) subtidal reefs; that attracted a diverse suite 

of predators (sea stars, crabs, gastropods) . Hypoxia occurred in the 

summer of 2001, and a Mussel transplant experiment revealed 

overall reduced growth rates of individuals, and higher mortality rates 

arriong larger mussels. At the Population level, large 

decreases in densities and cover of mussels were correlated with 

dissolved oxygen concentrations, leading to extinction at one site and 

reductions of over ail order of magnitude at others. Within one year, 
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SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 
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AB 



seven of the eight remaining populations were edged to extinction, and the 

previously extinct population was recolonized. At the community level, a 

predator exclusion experiment indicated that predation was an unimportant 

source of mussel mortality during the. hypoxic period, in part 

due to the emigration of sea stars, as predicted by tile Consumer Stress 

Model. However, mussels were too intolerant to hypoxia to have 

a net benefit from the predation refuge; The seasonal (summer) occurrence 

of hypoxia allowed sea stars to return following a lag, as predicted by a 

stress return time model, and the resumption of predation contributed to 

the subsequent extinction of mussel populations. At the 

ecosystem level, the initial filtration rate of the mussel reefs 

was estimated at 134.6 X 10(6) m(3)/d, equivalent to filtering the Volume 

of the bay 1.3 times during the 26-d average residence time. That 

function was reduced by > 75% following hypoxia. The effect of hypoxia on 

each level of organization had consequences at others. For example, 

size-specific mortality and decreased growth of individuals, and reduced 

filtration capacity of reefs, indicated a loss of the ability of 

mussels to entrain planktonic productivity and potential to 

control future eutrophication and hypoxia. . Our study quantified patterns 

of loss and identified pathways within ail integrative framework of 

feedbacks, Summarized in a conceptual model that is applicable to similar 

foundation species subjected to environmental stress. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 
Seroma formation is common following mastectomy and autologous breast 
reconstruction and is a potential cause of significant morbidity in 
patients. For this reason, many methods have been investigated 
to prevent this complication. BD Cell-Tak is a tissue adhesive formulated 
from the. proteins excreted by the marine mussel Mytilus 
edulis. The purpose of this study was to determine if Cell-Tak is 
able to prevent seroma formation in a rat mastectomy seroma model. Twenty 
Sprague-Dawley rats underwent unilateral radical mastectomy, partial 
axillary lymph node dissection, and disruption of the dermal lymphatics. 
The animals were randomly assigned to either control (n = 10) or 
experimental groups (n = 10). The experimental animals received 0.3 ml of 
the topical adhesive in the wound prior to closure, whereas control 
animals received no treatment. On postoperative day 7, seroma collections 
were aspirated and 'quantified and the tissue flaps were sent for 
histologic analysis. The control rats had a mean seroma volume of 5.3 +/- 
2.6 ml, whereas the rats treated with Cell-Tak tissue adhesive had a mean 



seroma volume of 1.8 + /- 1 . 5 ml (p < 0.004). Histologic analysis revealed 
mild inflammation consistent with postoperative changes in both groups and 
no evidence of foreign body reaction to the adhesive. BD Cell-Tak tissue 
adhesive significantly reduces seroma formation in the rat mastectomy 
model. This tissue adhesive may prrjve beneficial in patients undergoing 
mastectomy with or without breast reconstruction. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
New global technologies, allowing simultaneous analysis of thousands 
of genes, proteins, and metabolites (so-called "omics" technologies), are 
being adopted rapidly by industry, academia, and regulatory agencies. 
This study evaluated the potential of proteomics in ecotoxicological 
research (i.e., ecotoxicoproteomics). Filter-feeding mussels ( . 
Mytilus edulis) were exposed continuously for 3 wk to 
oil, or oil spiked with alkylphenols and extra polycyclic aromatic 
hydrocarbons. The influence of chronic exposure on mussel 
plasma protein expression was investigated utilizing ProteinChip array 
technology in combination with surface-enhanced laser 

desorption/ionization time-of-f light mass spectrometry (SELDI TOF MS) . 
Results indicated that exposure to spiked oil had a more significant 
effect on protein expression in mussels than oil alone. In 
total, 83 mass peaks ( intact or modified proteins/peptides ) were 
significantly altered by spiked oil, while 49 were altered by oil. In 
exposed organisms, the majority of peaks were upregulated compared to 
controls (i . e . , 69% in oil and 71% in spiked oil). Some peaks ( 32 in 
total) were affected by both treatments; however, the degree of response 
was higher in the spiked oil group for 25 of the 32 commonly affected 
features. Additionally, certain peaks revealed exposure- or 
gender-specific responses. Multivariate analysis with regression 
tree-based methods detected protein patterns associated with 
exposure that correctly classified masked samples with 90 - 9.5% accuracy. 
Similarly, 92% of females and 85% of males were correctly classified ( 
independent of exposure) . Results indicate that proteomics have the 
potential to make a valuable contribution to environmental monitoring and 
risk assessment. 
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AB Disclosed are six dinof lagellate toxins isolated from Karlodinium micrum 
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EXEMPLARY CLAIM: 
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and methods of isolating said toxins. The toxins are useful in 
killing cells, such as in the killing of tumor cells in an animal. 
Antibodies against these toxins allow detection of the toxins and the 
dinof lagellate as well as a method of neutralizing the toxin. 
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L4 



ANSWER 1.1 OF 65 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE ( S ) : 



2005: 123878 USPATFULL 

Zeolite molecular sieves for the removal of toxins 
Frykman, Gregory K . , Washington, DC, UNITED STATES 
Gruett, Glenn H., New London, WI, UNITED STATES 
Framework Therapeutics, LLC (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2005106267 Al 20050519 

US 2004-965799 Al 20041018 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 



20031020 (60) 



3000 K STREET NW, 



US 2003-512395P 
Utility 
APPLICATION 

FOLEY AND LARDNER, SUITE 500, 
WASHINGTON, DC, 20007, US 
19 
1 

3 Drawing Page(s) 
4018 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Medical use of natural and synthetic zeolites for treatment, prevention, 
and palliation in humans or animals of deleterious concentrations of 
ammonia, mercaptans, heavy metals and other toxins by oral 
administration. 
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AB The present invention relates to a protienaceous compound or 

functionally active derivative or part thereof having a binding site for 
a group represented by formula (I) which is part of a group of toxins 
derived from various cyanobacteria, to a method for its 

production, to diagnostic kits and to an affinty matrix (e.g. for use in 
immunoaf f inity columns, online detection and purifications devices) 
containing the proteinaceous compound as well as to methods 
for substantially decreasing the amount of a compound containing the 
group represented by formula (I) in fluids or for concentrating 
compounds, e.g. toxins, containing the group represented by formula (I) 
from fluids such as crude water samples, extracts of algae or other 
tissue samples, e.g. to determine toxin concentrations. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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English 
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Mussels are susceptible to a wide range of environmental 
toxicants, including carcinogens, and thus are often employed as 
bioindicator species, To elucidate the molecular aetiology of such 
neoplastic damage, we have cloned Mytilus edulis 

homologues of the vertebrate ras protooncogene, and p53 tumor suppressor 
gene. The M. edulis ras cDNA encodes a predicted protein of 184 amino 
acids. The DNA sequence analysis with vertebrate ras sequences 
demonstrates that the M. edulis ras cDNA is highly conserved in regions of 
functional importance, including mutational hot spots. The partial p53 
sequence also demonstrates that M. edulis p53 is highly conserved in two 
regions of functional importance and that these regions also include four 
of the five mutational hot spots for this gene, In contrast, the M, edulis 
p53 sequence . shows little similarity to the other published invertebrate 
p53-like sequences. The cancer gene sequences characterized 
herein will allow development of specific biomarkers of genotoxic damage. 
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Two methods to provide refuge for seeded juvenile sea scallops 
(Placopecten magellanicus) from sea star (Asterias spp.) and crab ( 
Cancer irroratus and Carcinus maenas) predation were examined by 
considering 1) initial density of seeded scallops and 2) presence of an 
alternative prey species (blue mussel (Mytilus 

edulis) ) . In the seeding density experiment, underwater plots were 
seeded with different densities of scallops (1, 6, and 69 times m 
super(-2)). In the alternative prey experiment, plots were seeded with one 
density of scallops (5 times m super (-2)) and different densities of 
mussels (0, 5, and 30 times m super (-2)). Animal densities were 
monitored over time, and predation rate was estimated using tethered 
scallops. In the seeding density experiment, scallop density in plots 
initially seeded with 6 scallops times m super (-2) decreased at the 
slowest rate. Estimated predation rate of scallops in all plots tended. to 
increase with prey density. In the alternative prey experiment, 
mussel density decreased immediately after seeding, while scallop 
density decreased after approximately 1 week. Estimated predation rate of 
scallops decreased with increasing mussel density. Also, sea 
stars aggregated in plots containing scallops and mussels. In 
both experiments, 17% - 58% of seeded scallops were lost to dispersal, and 
final scallop density was approximately 1 times m super(-2), independent 
of treatment. 
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distinct mussel species (Mytilus) . 
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The extent to which humans and wildlife are exposed to anthropogenic 
challenges is an important focus of environmental research. Potential use 
of p53 gene family marker (s) for aquatic environmental effects monitoring 
is the long-term goal of this research. The p53 gene is a tumor 
suppressor gene that is fundamental in cell cycle control and apoptosis. 



C Toxicology & 
237-250. 



It is mutated or differentially expressed in about 50% of all human 
cancers and p53 family members are differentially expressed in 
leukemic clams. Here, we report the identification and characterization 
of the p53 gene in two species of Mytilus, Mytilus 
edulis and Mytilus trossulus, using RT-PCR with degenerate and 
specific primers to conserved regions of the gene. The Mytilus p53 
proteins are 99.8% identical and closely related to clam (Mya) p53. In 
particular, the 3 1 untranslated regions were examined to gain 
understanding of potential post-transcriptional regulatory pathways of p53 
expression. We found nuclear and cytoplasmic polyadenylation elements, 
adenylate/uridylate-rich elements, and a K-box motif previously identified 
in other, unrelated genes. We also identified a new motif in the p53 3 1 
UTR which is highly conserved across vertebrate and invertebrate species. 
Differences between the- p53 genes of the two Mytilus species may be part 
of genetic determinants underlying variation in leukemia prevalence and/or 
development, but this requires further investigation. In conclusion, the 
conserved regions in these p53 paralogues may represent potential control 
points in gene expression. This information provides a critical first 
step in the evaluation of p53 expression as a potential marker for 
environmental assessment, (c) 2005 Elsevier Inc. All rights reserved. 
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AB Membrane-associated transport proteins were discovered in the 1970s in 
mammals and were considered to be expressed in response to chemotherapy 
during cancer treatment. Prominent members of this class of 
proteins are multidrug resistance-related or -associated proteins (MRPs) . 
Besides their expression in cancer cells, MRPs are ubiquitously 
expressed in normal tissues and are active transporters of reduced 
glutathione, glucuronate and organic anions of toxicological relevance, 
either conjugated or unconjugated with sulphate. .MRPs may also provide 
aquatic organisms with resistance to chemicals in a polluted environment 
by binding xenobiotics and excreting them from cells in an 
energy-dependent manner. The present study investigated expression of 
MRPs as part of the mulf ixenobiot ic resistance (MXR) system in the blue 
mussel Mytilus edulis. We isolated and 

characterised 2 putative mrp cDNA fragments, mrpl and mrp2, which showed 
50 to 70% homology on the protein level with MRPs of other species. The 
mrpl fragment could not be linked with any mRNA in Northern blots of M. 
edulis tissues, whereas the mrp2 fragment hybridised with an mRNA of 
approximately 4.6 kb. Mrp2 showed tissue-specific expression patterns. 
Highest expression was found in digestive gland and gill tissue. Its 
expression could be induced 2-fold by the model carcinogen 
2-acetylaminof luorene (AAF) , whereas mrpl expression was unaffected. The 
cDNA fragment of the inducible form was then integrated into a multiplex 
PCR system for analysis of multixenobiotic resistance in the blue 



mussel, in concert with other detoxification and biotransformation 
genes. 
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This application claims the benefit of the filing date of U.S. Provisional 
Application Serial No. 60/454,340 filed Mar. 14, 2003. The invention includes 
the use of at least one component derived from Perna canaliculus to treat 
***cancer*** and/or cancerous tumors in man or animals. The invention also 
includes novel compositions of extracts from Perna canaliculus, methods 
of making these novel compositions, and the use of these compositions in the 
described methods. Components and extracts of Blue mussels, 
i.e., Mytilus edulis, can analogously be provided and used 

according to the invention and all references made herein to Perna canaliculus 
or PCE should be understood to include Mytilus edulis and 
components or extracts thereof. 

NUMBER OF CLAIMS: 26 15 Figure(s). 

DESCRIPTION OF FIGURES: 
FIG. 1. 50% inhibition of Cox-1 is seen between the 1:200 and 1:400 dilutions 
of the Tween extract and between the 1:10 and 1:100 dilutions of the Glycogen 
extract . 

FIG. 2. 50% inhibition of Cox-2 is seen between the 
of the Tween extract and between the 1:10 and 1: 
extract. 

•FIG. 3. Significant inhibition of tumors is seen at the 1:10 and 1:00 dilutions 
of Tween extract: 

FIG. 4. Significant inhibition of potato tumors is seen with the 1:10 
concentration of the Glycogen extract. 

FIG. 5. The fraction of Tween extract retained by the 100K filter shows 
.significant inhibition of potato tumors at both the 1:10 and 1:100 
concentrations. 

FIG. 6. The pH of the Tween extract is altered using 10N NaOH and 10N HC1 . 
Significant inhibition of potato tumors occurs at both the 1:10 and 1:100 
concentrations of the pH 2>100 K sample, at the 1:10 concentration of the pH 2 



1:200 and 1:400 dilutions 
100 dilutions of the Glycogen 



100K-10K sample, at the 1:10 and 1:100 concentrations of the pH 2<10K. sample, 
and at the 1:10 and 1:100 concentrations of the pH 9>100 K sample. 
FIG. 7. The pH of the Tween extract is altered using 1 N NaOH before filtering. 
These extracts are tested at a concentration of 1:10. Significant inhibition of 
potato tumors is seen at the pH 9>100 K sample, the pH 8>100 K sample, and the 
pH 7>100K sample. 

FIG. 8. The Tween extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 0-48 
hours. The enzyme activity is halted by incubating tubes at 80 degrees C for 15 
minutes. Tx is untreated full strength Tween extract that is incubated along 
with the other samples for 48 hours. Samples are tested at a concentration of 
1:10. No significant change in activity is seen in any sample upon treatment 
with either proteolytic enzyme. 

FIG.' 9. Significant inhibition of tumors is seen with the >300K and 300K-100K 
fractions of the Tween extract. Significant inhibition of tumors is seen with 
the >300K fraction of the Glycogen extract. Campto is 0.1 ppm Camptothecin . 
FIG. 10. The fraction of glycogen extract retained by the 100K filter shows 
significant inhibition of potato tumors at both the 1:10 and 1:100 
concentrations. The fraction of glycogen extract that passed through the 100K 
filter but was retained by the 30K filter shows slightly significant inhibition 
of potato tumors at both the 1:10 and 1:100 concentrations. 

FIG. 11. The pH of the glycogen extract is altered using 10 N NaOH and 10 N HC1 
before filtering. Significant inhibition of potato tumors is seen at the 1:10 
and 1:100 concentrations of the pH 2>100 K sample, at the 1:10 and 1:100 
concentrations of the pH 9>100 K sample, and at the 1:10 concentration of the 
pH 9<10K sample 

FIG. 12. The pH of the glycogen extract is altered using 1 N NaOH before 
filtering. These extracts are tested at a concentration of 1:10. Significant 
inhibition of potato tumors is seen at the pH 9>100 K sample, the pH 9 100K-10K 
sample, the pH 8>100 K sample, the pH 7>100K sample, and the pH 7 100K-10K 
sample . 

FIG. 13. The glycogen extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 0-4 8 
hours. The enzyme activity is halted by incubating tubes at 80 degrees C for 15 
minutes . Gx is untreated full strength glycogen extract that was incubated 
along with the other samples for 48 hours. Samples were tested at a 
concentration of 1:10. No significant change in activity is seen in any sample 
upon treatment with either proteolytic enzyme. 

FIG. 14. Pena extracts at the indicated % concentrations are shown to inhibit 
cervical carcinoma (SiHa) cells. 

FIG. 15. Perna extracts at the indicated % concentrations are shown to inhibit 
osteocarcinoma cells (MG-63) . 

AB Described are methods for administering at least one component 

derived from Perna canaliculus or Mytilus edulis, 

particularly as an extract, to treat cancer and cancerous 

tumors in man or animals. Also described are novel compositions of 

extracts from Perna canaliculus or Mytilus edulis, 

methods of making these novel compositions, and the use of these 

compositions in the described methods. 
CLMN 26 15 Figure (s) . 

FIG. 1. 50% inhibition of Cox-1 is seen between the 1:200 and 1:400 

dilutions of the Tween extract and between the 1:10 and 1:100 dilutions 

of the Glycogen extract. 
FIG. 2. 50% inhibition of Cox-2 is seen between the 1:200 and 1:400 

dilutions of the Tween extract and between the 1:10 and 1:100 dilutions 

of the Glycogen extract. 
FIG. 3. Significant inhibition of tumors is seen at the 1:10 and 1:00 

dilutions of Tween extract. 
FIG. 4. Significant inhibition of potato tumors is seen with the 1:10 

concentration of the Glycogen extract. 
FIG. 5. The fraction of Tween extract retained by the 100K filter shows 

significant inhibition of potato tumors at both the 1:10 and 1:100 

concentrations. 

FIG. 6. The pH of the Tween extract is altered using 10N NaOH and 10N HC1 . 



Significant inhibition of potato tumors occurs at both the 1:10 and 1:100 
concentrations of the pH 2>100 K sample, at the 1:10 concentration of the 
pH 2 100K-10K sample, at the 1:10 and 1:100 concentrations of the pH 
2<10K sample, and at the 1:10 and 1:100 concentrations of the pH 9>100 K 
sample. 

FIG . 7. The pH- of the Tween extract is altered using. 1 N NaOH before 
filtering. These extracts are tested at a concentration of 1:10. 
Significant inhibition of potato tumors is seen at the pH 9>100 K sample, 
the pH 8>100 K sample, and the pH 7>100K sample. 

FIG. 8. The Tween extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 
0-48 hours. The enzyme activity is halted by incubating tubes at 80 
degrees C for 15 minutes. Tx is untreated full strength Tween extract 
that is incubated along with the other samples for 48 hours. Samples are 
tested at a concentration of 1:10. No significant change in activity is 
seen in any sample upon treatment with either proteolytic enzyme. 

FIG. 9. Significant inhibition of tumors is seen with the >300K and 
300K-100K fractions of the Tween extract. Significant inhibition of 
tumors is seen with the >300K fraction of the Glycogen extract. Campto is 
0.1 ppm Camptothecin . 

FIG. 10. The fraction of glycogen extract retained by the 100K filter 
shows significant inhibition of potato tumors at both the 1:10 and 1:100 
concentrations. The fraction of glycogen extract that passed through the 
100K filter but was retained by the 30K filter shows slightly significant • 
inhibition of potato tumors at both the 1:10 and 1:100 concentrations. 

FIG. 11. The pH of the glycogen extract is altered using 10 N NaOH and 10 
N HC1 before filtering. Significant inhibition of potato tumors is seen 
at the 1:10 and 1:100 concentrations of the pH 2>100 K sample, at the 
1:10 and 1:100 concentrations of the pH 9>100 K sample, and at the 1:10 

. concentration of the pH 9<10K sample 

FIG. 12. The pH of the glycogen extract is altered using 1 N NaOH before 
filtering. These extracts are tested at a concentration of 1:10. 
Significant inhibition of potato tumors is seen at the pH 9>100 K sample, 
the pH 9 100K-10K sample, the pH 8>100 K sample, the pH 7>100K sample, 
and the pH 7 100K-10K sample. 

FIG. 13. The glycogen extract is treated with Pronase and Proteinase K 
independently and incubated at 37 degrees C for time periods ranging from 
0-48. hours. The enzyme activity is halted by incubating tubes at 80 
degrees C for 15 minutes. Gx is untreated full strength glycogen extract 
that was incubated along with the other samples for 48 hours. Samples 
were tested at a concentration of 1:10. No significant change in activity 
is seen in any sample upon treatment with either proteolytic enzyme. 

FIG. 14. Pena extracts at the indicated % concentrations are shown to 
inhibit cervical carcinoma (SiHa) cells. 

FIG. 15. Perna extracts at the indicated % concentrations are shown to 
inhibit osteocarcinoma cells (MG-63) . 
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AB The invention belongs to the field of biologically active peptides 

specifically stimulating antiviral, antimicrobial and antitumor activity 
of the human and animal immune system. 
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AB The invention relates to a medical prosthetic device comprising a metal 

material, such as titanium or an alloy thereof, where the surface parts 
of the metal material are coated with a layer of a corresponding 
hydroxide material, such as titanium hydroxide. Preferably, the 
hydroxide layer comprises one or more biomolecule substances associated 
therewith. 
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The invention also relates to an electrolytic process for the 
preparation of a medical prosthetic device. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 20 OF 65 
ACCESSION NUMBER: 
DOC. NO. CPI: 
TITLE: 



WPIDS COPYRIGHT 2007 THE THOMSON CORP on STN 

2004-718717 [70] WPIDS 
C2004-253220 [70] 

Use of a component derived from Perna canaliculus or 
mytilus edulis mussel for 



DERWENT CLASS: 
INVENTOR: 
PATENT ASSIGNEE: 

COUNTRY COUNT: 

PATENT INFO ABBR. : 



treating cancer in mammals 
A96; B04 

KENDALL R V; LAWSON J 

(FOOD-N) FOODSCIENCE CORP; (KEND-I) KENDALL R V; (LAWS-I) 
LAWSON J 
107 



PATENT NO 



KIND DATE 



WEEK 



LA PG 



MAIN IPC 



WO 2004082614 
US 20040228926 
EP 1603405 
AU 2004222337 
JP 2006520389 



A2 20040930 
Al 20041118 
A2 20051214 
Al 20040930 
W 20060907 



(200470)* EN 

(200477) EN 

(200582) EN 

(200624) EN 

(200660) JA 



33[15] 



18 



APPLICATION DETAILS: 

PATENT NO KIND 



APPLICATION 



DATE 



WO 2004082614 A2 
US 20040228926 Al 
AU 2004222337 Al . 
EP 1603405 A2 
US 20040228926 Al 
EP 1603405 A2 
JP 2006520389 W 
JP 2006520389 W 



Provisional 



WO 2004- 
US 2003- 
AU 2004- 
EP 2004- 
US 2004- 
WO 2004- 
WO 2004- 
JP 2006- 



US7795 
454340 
222337 
720785 
800016 
US7795 
US7795 
507178 



20040315 
P 20030314 
20040315 
20040315 
20040315 
20040315 
20040315 
20040315 



FILING DETAILS: 



PATENT NO 



KIND 



PATENT NO 



EP 1603405 A2 Based on 

AU 2004222337 Al Based on 
JP 2006520389 W Based on 



WO 2004082614 A 
WO 2004082614 A 
WO 2004082614 A 



PRIORITY APPLN. INFO: US 2003-454340P 20030314 

US 2004-800016 20040315 
AN 2004-718717 [70] WPIDS 
AB WO 2004082614 A2 UPAB: 20060203 

NOVELTY - Treatment of malignant tumor cancer involves the 
administration of a component (I) from Perna canaliculus or Mylitus edulis 
mussel . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) a composition (CI) comprising an extract of f reeze-dried-ground 
whole Perna canaliculus or Mytilus edulis 

mussel extracted with a polyoxyethylene sorbitan ester, non-ionic 
surfactant (A) ; and 

(2) preparing (CI) involving agitating an aqueous solution of the 
ground f reeze-dried whole mussel with (A) , followed by 

centrifuging the mixture, decanting one or more time to obtain the liquid 
portion as the extract and optionally filtering one or more times to 
remove small solids remaining in the liquid portion extract. 
ACTIVITY - Cytostatic. 

MECHANISM OF ACTION - Cancer cell growth inhibitor; 
Cyclooxygenase (COX-1 and COX-2) inhibitor. 

USE - For treating malignant tumor cancer such as 
leukemia, osteosarcoma, cervical cancer, kidney tumor, monocytic 
leukemia, pros t rat ic cancer, estrogen-dependent /non-estrogen 
dependent breast cancer, melanoma or bladder cancer in 
humans (claimed) and other animals. 



ADVANTAGE - The extracts showed potent and a very broad anti- 
cancer activity without causing any damage to the normal cells. 
They have a desired pH range and have good efficacy even when exposed to 
the acidic environment of the gastrointestinal tract. 
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Article 
English 

Entered STN: 9 Feb 2005 
Last Updated on STN: 9 Feb 2005 
Blue (Callinectes sapidus) ( Portunidae ) , lady (Ovalipes ocellatus) 
(Portunidae), and Atlantic rock (Cancer irroratus) (Cancridae) 
crabs inhabit estuaries on the northeast United States coast for parts or 
all of their life cycles.. Their distributions overlap or cross during 
certain seasons. During a 1991-94 monthly otter trawl survey in the 
Hudson-Raritan Estuary between New York and New Jersey, blue and lady 
crabs were collected in warmer months and Atlantic rock crabs in colder 
months. Sex ratios, male: female, of mature crabs were 1:2.0 for blue 
crabs, 1:3.1 for lady crabs, and 21.4:1 for Atlantic rock crabs. Crabs, 
1286 in total, were sub-sampled for dietary analysis, and the dominant 
prey taxa for all crabs, by volume of foregut contents, were mollusks and 
crustaceans. The proportion of amphipods and shrimp in diets decreased as 
crab size increased. Trophic niche breadth was widest for blue crabs, 
narrower for lady crabs, and narrowest for Atlantic rock crabs. Trophic 
overlap was lowest between lady crabs and Atlantic rock crabs, mainly 
because of frequent consumption of the dwarf surfclam (Mulinia lateralis) 
by the former and the blue mussel (Mytilus 

edulis) by the latter. The result of cluster analysis showed that 

size class and location of capture of predators in the estuary were more 

influential on diet than the species or sex of the predators. 
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AB During the summer of 2002 there were several episodes of human 
intoxication after consumption of brown crabs (Cancer pagurus) 
caught along the Norwegian south coast. The toxic agent was one of the 
well-known phycotoxins, the diarrhoetic shellfish poisoning { DSP) complex, 
routinely found in blue mussels (Mytilus 

edulis) . This toxin has not previously been documented in brown 
crabs. The route and rate of toxin accumulation as well as the rate of 
toxin depuration in crabs were determined in laboratory experiments. The 
DSP toxins only accumulate in digestive organs (hepatopancreas , HP) in the 
crabs. When fed with blue mussels containing more than 1000 mug 
of okadaic acid equivalents kg-1, the crabs accumulated 3-30% of the 
toxin. After 2 weeks, the average toxin level in the crabs exceeded the 
preliminary limit of DSP toxins at 400 mug okadaic acid equivalents kg-1 
HP established by the Norwegian Food Safety Authority. A 50% reduction in 
toxin level was observed after 14-18 days when the crabs were fed fish 
instead of toxic mussels. 
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AB Multi-drug resistance (MDR) in MCF7 breast cancer cells and 
multi-xenobiotic resistance (MXR) in mussel (Mytilus 
edulis) blood cells (MBC) are well known mechanisms that 
contribute to the decrease in intracellular concentrations of many 
unrelated but cytotoxic compounds. In the present work, we have carried 
out. comparative investigations of the MDR/ MXR protective mechanisms using 
a rapid colorimetric assay for cell viability and calcein accumulation for 
MDR/MXR activities. These studies were performed using cultured MCF7 and 
MBC before and after in vitro exposure to xenobiotics. Our results 
indicate that a 5-day exposure to doxorubicin or vincristine decreased 
calcein accumulation in MBC which is consistent with an induction of 
multi-xenobiotic resistance. The increase in calcein accumulation 
provoked by 1-h treatment with 50 muM verapamil was much lower in MBC when 
compared to the P-glycoprotein overexpressing MCF7 cell line. We conclude 
that such microplate assays could be used in primary cultures of MBC to 
estimate the effects of various chemicals on MXR activity. Copyright 2004 
Elsevier Ltd. All rights reserved. 
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There has been a steady rise in production and value of the 
aquaculture industry on Prince Edward Island (PEI) . While the blue 
mussel (Mytilus edulis) represents the most 

important cultured species, the meat yield has decreased at certain sites 
over the years. 

Growers perceive epifauna as a problem because it competes with 
mussels for food and space. In some years, there are massive 
colonisations of foulers that can contribute to major losses on 
mussel farms. For this reason, the industry is trying to find ways 
to control such fouling. The most commonly used method to limit 
fouling in PEI consists of letting socks touch the sea bottom anywhere 
from a few days to several weeks, when they are dragged down due to the 
increasing weight of the mussels. They are then buoyed up again 
so that they are suspended in the water column. The approach is based on 
the belief that rock crabs (Cancer irroratus) consume or 
dislodge the foulers . 

A study was conducted in Tracadie Bay, PEI in 2001 to assess the 
effectiveness of this method. (Abstract shortened by UMI . ) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to the discovery that biocompatible 

anionic polymers can effectively inhibit fibrosis, scar formation, and 
surgical adhesions. The invention is predicated on the discovery that 
anionic polymers effectively inhibit invasion of cells associated with 
detrimental healing processes, and in particular, that the effectiveness 
of an anionic polymer at inhibiting cell invasion correlates with the 



anionic charge density of the polymer. Thus the present invention 
provides a large number of materials for use in methods of 
inhibiting fibrosis and fibroblast invasion. Anionic polymers for use .in 
the invention include but are not limited to natural proteoglycans, and 
the glycosaminoglycan moieties of proteoglycans. Additionally, anionic 
carbohydrates and other anionic polymers may be used. The anionic 
polymers dextran sulfate and pentosan polysulfate are preferred. In a 
more preferred embodiment, dextran sulfate, in which the sulfur content 
is greater than about 10% by weight, may be used. In a more preferred 
embodiment, the average molecular weight is about 40,000 to 500,000 
Daltons. The present invention provides compositions and methods 
to inhibit fibrosis and scarring associated with surgery. The invention 
further provides compositions and methods to inhibit glial 
cell invasion, detrimental bone growth and neurite outgrowth. In a 
preferred embodiment, the inhibitory compositions further comprise an 
adhesive protein. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to novel human polynucleotides and variants 

thereof, their encoded polypeptides and variants thereof, to genes 
corresponding to these polynucleotides and to proteins expressed by the 
genes. The invention also relates to diagnostic and therapeutic agents 
employing such novel human polymucleotides, their corresponding genes or 
gene products, e.g., these genes and proteins, including probes, 
antisense constructs, and antibodies. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB An assay to determine the specific expression and suppression of 

proteins in response to a stressor is disclosed. An organism exposed to 
a stressor, including disease caused by exposure to, e.g., a parasite, 
or a substance suspected of causing an adverse effect, is assayed to 
determine a first set of proteins expressed and a second set of proteins 
suppressed in response to the stressor. The amount of each protein 
expressed and the amount of each protein suppressed can be statistically 
analyzed to determine which proteins are most useful in diagnosing the 
stressor. A protein profile for a first stressor can be compared to 
protein profiles for a second stressor, a third stressor, etc. A 
distinct protein expression signature (PES) for the first stressor can 
be identified by determining subsets fo proteins expressed and/or 
suppressed only in response to the first stressor. The quantified set of 
proteins can then be used as a template for comparison to the protein 
expression signature of a biological sample to determine if the organism 
has been exposed to the stressor. 
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AB Two previously published methods, an Aroclor estimation 
method and. a mixing model method, which relate Aroclor 
pollution to congener-specific data in environmental samples were 
compared. The Aroclor estimation method, consistent with USEPA 
Method 8082, uses a limited set of congener-specific data to estimate 
Aroclor contributions to the sample; the mixing model method 
uses full congener data to model sample compns . as linear combinations of 
Aroclors. Performance of these methods was compared, using 181 
samples from a variety of trophic levels, in terms of: total 
polychlorinated biphenyl (PCB) concns . ; compositional modification levels 
from original Aroclors; and determination of. the Aroclor mixture or mixts. best 
describing the sample (Aroclor speciation) . Results showed the 2 
methods agreed in all 3 terms for samples from low trophic levels, 
but disagreed for samples from higher tropic levels. Most significantly, 
the comparison showed systematic over-estimation of total PCB content by the 
Aroclor estimation method for samples at high trophic levels. The 
implication is that Aroclor detns . using persistent congeners cannot 
reliably be used as surrogates for total PCB concentration Strengths and 
weaknesses of each method are detailed. 
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AB Discharge of WHO toxicity equivalents (TEQs) of PCDF/PCDDs to 

Frierf jorden, Norway has been reduced from an estimated sum of 50-100 kg 
in the period 1951-1975 to about 6-7 kg in 1976-1990, and further to 
about 20 g for 1991-2000. In accordance with this, the yearly monitoring 
since 1987 has shown considerably decreasing contamination in organisms, 
first highly significant in all indicator species from 1990 to 1991, then 
levelling off. Present concentrations thus are still high. Compared with 
estimated "high background" (reference) concentrations of 10 ng 
TEQ . sub. P. sub. C . sub. D. sub. F. sub . / . sub. P. sub. C. sub. D. sub . D/kg w. w. in 
liver of cod and in hepatopancreas ("brown meat") of crabs, Frierf jord 
samples in 2001 were about 60 and 70 times higher, respectively. With 



considerable uncertainty due to large fluctuations, the rate of yearly 
decrease for TEQ . sub . P . sub . C . sub . D . sub . F. sub . / . sub . P . sub . C . sub . D . sub . D in 
cod liver 1991-2001 has been calculated to 10-12%. A hypothetic target 
value of 50 ng TEQ/kg w.w. will not be reached until 2015-2020, possibly 
even later. Including contributions from dioxin-like PCBs and PCNs, the 
weekly maximum tolerable amount of cod liver and crab hepatopancreas from 
Frierfjorden in 2001 were about 2-3 g. Multivariate analysis of PCDF/PCDD 
congener profiles in four fish species, mussels and crabs 
resulted in five distinct groups, separating four of the species and 
grouping the remaining two together, hence demonstrating examples of 
species specific accumulation characteristics. 
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AB Mussel growers are constantly searching for the most effective 
and profitable ways to reduce fouling on their mussel lines. In 
Prince Edward Island, they allow the socks to touch the bottom so that 
rock crabs (Cancer irroratus) may climb on them and dislodge or 
consume some of the fouling. After a few weeks, the socks are resuspended 
in the water column. A study was undertaken in summer and fall 2001 to 
verify the effectiveness of this method in reducing the 

abundance of foulers. This study also identified the species of foulers 
present in Tracadie Bay (P.E.I.) in relation to the season. The results 
showed that the main foulers were the ascidian Molgula sp., red algae, 
mussel spat, the gastropod Crepidula fornicata, crustaceans (e.g. 
caprellids, gammarids) and the bryozoan Bugula turrita. Fouling community- 
composition varied over time. Foulers first appeared in July; by August, 
the most common fouler was Molgula sp. Its biomass declined as the season 
progressed while mussel spat increased in biomass until it 
became the dominant species in December. The results also showed that the 
method was not effective for reducing fouling. However, it had a 
significant effect on mussel growth. Mussels that 
underwent this treatment were longer and heavier than mussels 
that were not in contact with the bottom; however their condition indices 
were lower. The results of this study suggest that the method of 
defouling does not effectively reduce fouling. A study on the competition 
between mussels and foulers, however, shows that the impact of 
foulers on mussels is not as great as perceived by growers. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention belongs to the field of biologically active peptides 

specifically stimulating antiviral, antimicrobial and antitumor activity 
of the human and animal immune system '. 
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A medical prosthetic device or medical implant containing a metal 
material (A) selected from the group consisting of titanium or an alloy 
thereof, zirconium or an alloy thereof, tantalum or an alloy thereof, 
hafnium or an alloy thereof, niobium or an alloy thereof and a 
chromium-vanadium alloy, wherein surface parts of the metal material (A) 
are coated with a layer of a corresponding hydride material (B) selected 
from titanium hydride, zirconium hydride, tantalum hydride, hafnium 
hydride, niobium hydride and chromium and/or vanadium hydride, 
respectively, said device or implant being characterized in that the 
layer of hydride material (B) comprises one or more biomolecule 
substances (C) associated therewith. The device or. implant exhibits 
improved biocompatibility. The metal material (A) is preferably 



titanium. 



The biomolecule substance (C) may be selected from the following types 
of substances : Natural or recombinant bio-adhesives; natural or 
recombinant cell attachment factors; natural, recombinant or synthetic 
biopolymers; natural or recombinant blood proteins; natural or 
recombinant enzymes; natural or recombinant extracellular matrix 
proteins; natural or synthetic extracellular matrix biomolecules; 
natural or recombinant growth factors and hormones; natural, recombinant 
or synthetic peptide hormones; natural, recombinant or synthetic 
deoxyribonucleic acids; natural, recombinant or synthetic ribonucleic 
acids; natural or recombinant receptors; enzyme inhibitors; drugs; 
biologically active anions and cations; vitamins; adenosine 
monophosphate (AMP) , adenosine diphosphate (ADP) or adenosine 
triphosphate (ATP); marker biomuolecules ; amino acids; fatty acids; 
nucleotides (RNA and DNA bases); and sugars. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to the discovery that biocompatible 

anionic polymers can effectively inhibit fibrosis, scar formation, and 
surgical adhesions. The invention is predicated on the discovery that 
anionic polymers effectively inhibit invasion of cells associated with 
detrimental healing processes, and in particular, that the effectiveness 
of an anionic polymer at inhibiting cell invasion correlates with the 
anionic charge density of the polymer. Thus the present invention 
provides a large number of materials for use in methods of 
inhibiting fibrosis and fibroblast invasion. Anionic polymers for use in 
the invention include but are not limited to natural proteoglycans, and 
the glycosaminoglycan moieties of proteoglycans. Additionally, anionic 
carbohydrates and other anionic polymers may be used. The anionic 
polymers dextran sulfate and pentosan polysulfate are preferred. In a 
more preferred embodiment, dextran sulfate, in which the sulfur content 
is greater than about 10% by weight, may be used. In a more preferred 



embodiment, the average molecular weight is about 40,000 to 500,000 

Daltons. The present invention provides compositions and methods 

to inhibit fibrosis and scarring associated with surgery. The invention 

•further provides compositions and methods to inhibit glial 

cell invasion,, detrimental bone growth and neurite outgrowth. In a 

preferred embodiment, the inhibitory compositions further comprise an 

adhesive protein. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Ten laboratories participated in an interlaboratory method 
-performance (collaborative) study of a method for the 

determination of mercury in foods of marine origin by flow injection-cold 
vapor atomic absorption spectrometry after wet digestion using a microwave 
oven technique. The study was preceded by a training round of samples of 
known identity. The method was tested on a total of 7 seafood 
products: blue mussel (Mytilus edulis), cod 

muscle (Gadus morhua) , crab (Cancer pagurus), scampi (Nephrops 
norwegicus), black scabbard fish (Aphnopus carbo) , longnose velvet dogfish 
(Centroscymus crepidater) , and Portuguese dogfish (Cenbroscymus 
coelolepis) with mercury concentrations of 0.14, 0.24, 0.35, 0.59, 1.42, 
4.2, and 13.2 microgram/g, respectively. -The materials were presented to 
the participants in the s.tudy as blind duplicates, and the participants 
were asked to perform single determinations on each sample. Repeatability 
relative standard deviations (RSD(r)) for mercury ranged from 2.4 to 
14.0%. Reproducibility relative standard deviations (RSD(R)) ranged from 
7.7 to 16.6%. HORRAT values for all samples were <1.0. 
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During 1998 and early 1999, shellfish samples from sites in Scotland were 
found to contain the amnesic shellfish poisoning toxin, domoic acid (DA) . 
Two different techniques, liquid chromatography (LC) with UV diode-array 
detection and LC with mass spectrometric (MS) detection, were used to 
detect and confirm DA in shellfish extracts. The LC/UV method 
was validated for routine monitoring by recovery experiments on spiked 
mussel and scallop tissues with a certified mussel 

tissue used as reference material. Crude .extracts of selected samples as 
well as extracts cleaned with strong anion exchange (SAX) were analyzed by 
both LC/UV and LC/MS. Good correlation (linear regression r2 = 0.996, 
slope = 0.93) between the 2 methods was found for cleaned 
extracts. Analyses of crude extracts by LC/UV produced false-positive 
results in 2 crab samples, whereas LC/MS analyses gave accurate results. 
It was concluded that LC/UV is a valid approach for routine monitoring of 
DA in shellfish when cleanup is performed with a SAX cartridge to prevent 
false positives. A variety of shellfish species were surveyed for DA 
content, including Pecten maximus (king scallops), Chlamys opercularis 
(queen scallop), Mytilus edulis (blue mussels 
) , Cancer pugaris (crab) , and Ensis ensis (razor fish) . The 
highest concentration of DA was 105 microgram/g in Pecten maximus. 
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AB The present invention relates to the discovery that biocompatible 

anionic polymers can effectively inhibit fibrosis, scar formation, and 
surgical adhesions. The invention is predicated on the discovery that 
anionic polymers effectively inhibit invasion of cells associated with 
detrimental healing processes, and in particular, that the effectiveness 
of an anionic polymer- at inhibiting cell invasion correlates with the 



anionic charge density of the polymer. Thus the present invention 
provides a large number of materials for use in methods of 
inhibiting fibrosis and fibroblast invasion. Anionic polymers for use in 
the invention include but are not limited to natural proteoglycans, and 
the glycosaminoglycan moieties of proteoglycans. Additionally, anionic 
carbohydrates and other anionic polymers may be used. The anionic 
polymers dextran sulfate and pentosan polysulfate are preferred. In a 
more preferred embodiment, dextran sulfate, in which the sulfur content 
is greater than about 10% by weight, may be used. In a more preferred 
embodiment, the average molecular weight is about 40,000 to 500,000 
Daltons. The present invention provides compositions and methods 
to inhibit fibrosis and scarring associated with surgery. The invention 
further provides compositions and methods to inhibit glial 
cell invasion, detrimental bone growth and neurite outgrowth. In a 
preferred embodiment, the inhibitory compositions further comprise an 
adhesive protein. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT . 



L4 ANSWER 37 OF 65 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



USPATFULL on STN 

2000:131638 USPATFULL 

Molluscan ligament polypeptides and genes encoding them 
Bayley, Hagan, 1800 Springbrook Estates Dr., College 
Station, TX, United States 77845 

Cao, Qiuping, 15 Sandpiper Dr., Shrewsbury, MA, United 
States 01545 

Wang, Yunjuan, 4300 Boyett St., Bryan, TX, United 
States 77801 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



US 6127166 20001003 
US 1997-963168 19971103 (8) 

Utility 
Granted 

Prouty, Rebecca E. 
Monshipouri, M. 
Fish & Richardson P.C. 
22 
1 

2 Drawing Figure (s); 2 Drawing Page(s) 
2008 

INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention provides substantially pure abductin protein and 



polypeptides, polypeptides composed of multiple repeats of the 
glycine-rich repeat sequences of abductin, and hybrid polypeptides 
containing an abductin polypeptide linked to another protein or 
polypeptide, e.g., an elastin or fibroin (silk) polypeptide, as well as 
nucleic acids encoding these polypeptides. The abductin polypeptides and 
their derivatives can be used in the manufacture of a broad range of 
biomaterials ranging from light-weight durable fabric for clothing to 
matrices useful for human tissue and organ prostheses. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to the discovery that biocompatible 

anionic polymers can effectively inhibit fibrosis, scar formation, and 
surgical adhesions. The invention is predicated on the discovery that 
anionic polymers effectively inhibit invasion of cells associated with 
detrimental healing processes, and in particular, that the effectiveness 
of an anionic polymer at inhibiting cell invasion correlates with the 
anionic charge density of the' polymer. Thus the present invention 
provides a large number of materials for use in methods of 
inhibiting fibrosis and fibroblast invasion. Anionic polymers for use in 
the invention include but are not limited to natural proteoglycans, and 
the glycosaminoglycan moieties of proteoglycans. Additionally,, anionic 
carbohydrates and other anionic polymers may be used. The anionic 
polymers dextran sulfate and pentosan polysulfate are preferred. In a 
more preferred embodiment, dextran sulfate, in which the sulfur content 
is greater than about 10% by weight, may be used. In a more preferred 
embodiment, the average molecular weight is about 40,000 to 500,000 
Daltons. The present invention provides compositions and methods 
to inhibit fibrosis and scarring associated with surgery. The invention 
further provides compositions and methods to inhibit glial 
cell invasion, detrimental bone growth and neurite outgrowth. In a 
preferred embodiment, the inhibitory compositions further comprise an 
adhesive protein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to the discovery that biocompatible 

anionic polymers can effectively inhibit fibrosis, scar formation, and 
surgical adhesions- The invention is predicated on the discovery that 
anionic polymers effectively inhibit invasion of cells associated with 
detrimental healing processes, and in particular, that the effectiveness 
of an anionic polymer at inhibiting cell invasion correlates with the 
anionic charge density of the polymer. Thus the present invention 
provides a large number of materials for use in methods of 
.inhibiting fibrosis and fibroblast invasion. Anionic polymers for use in 
the invention include but are not limited to natural proteoglycans, and 
the glycosaminoglycan moieties of proteoglycans. Additionally, anionic 
carbohydrates and other anionic polymers may be used. The anionic 
polymers dextran sulfate and pentosan polysulfate are preferred. In a 
more preferred embodiment, dextran sulfate, in which the sulfur content 
is greater than about 10% by weight, may be used. In a more preferred 
embodiment, the average molecular weight is about 40,000 to 500,000 
Daltons. The present invention provides compositions and methods 
to inhibit fibrosis and scarring associated with surgery. The invention 
further provides compositions and methods to inhibit glial 
cell invasion, detrimental bone growth and neurite outgrowth. In a 
preferred embodiment, the inhibitory compositions further comprise an 
adhesive protein. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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anionic polymers can effectively inhibit fibrosis, scar formation, and 
surgical adhesions. The invention is predicated on the discovery that 
anionic polymers effectively inhibit invasion of cells associated with 
detrimental healing processes, and in particular, that the effectiveness 
of an anionic polymer at inhibiting cell invasion correlates with the 
anionic charge density of the polymer. Thus the present invention 



f 



provides a large number of materials for use in methods of 

inhibiting fibrosis and fibroblast invasion. Anionic polymers for use in 

the invention include but are not limited to natural proteoglycans, and 

the glycosaminoglycan moieties of proteoglycans. Additionally, anionic 

carbohydrates and other anionic polymers may be used. The anionic 

polymers dextran sulfate and pentosan polysulfate are preferred. In a 

more preferred embodiment, dextran sulfate, in which the sulfur content 

is greater than about 10% by weight, may be used. In a more preferred 

embodiment, the average molecular weight is about 40,000 to 500,000 

Daltons.The present invention provides compositions and methods 

to inhibit fibrosis and scarring associated with surgery. The invention 

further provides compositions and methods to inhibit glial 

cell invasion, detrimental bone growth and neurite outgrowth. In a 

preferred embodiment, the inhibitory compositions further comprise an 

adhesive protein. 
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Enhancement of the response of rock crabs, Cancer 
irroratus, to prey odors following feeding experience. 
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The rock crab, Cancer irroratus Say, uses chemically mediated 
learning in the search for food. Rock crabs are opportunistic benthic 
predators and scavengers. Observations indicate that although they eat a 
variety of items, they are more sensitive to, and prefer, odors of food 
items that they have been eating. We found that C. irroratus is more 
responsive to a familiar food source than to an unfamiliar one and can 
distinguish between the odors of two different prey after being fed one 
species for an extended * time . Initial preferences for two mytilid 
bivalves, Mytilus edulis and Geukensia demissa, were 
determined in a Y-maze. Crabs were then fed only one of the 
mussel species for 28 days and retested, using sequential and 
simultaneous presentations, for their responses to familiar and unfamiliar 
prey odors. Crabs increased their responses to familiar prey odors, but 
not to unfamiliar odors. In foraging tests, crabs ate M. edulis more 
often regardless of the species to which they had been familiarized. 
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(Aug., 1999) Vol. 37, No. 2, pp. 205-219. print. 
CODEN: AECTCV. ISSN: 0090-4341. 
Article 
English 

Entered STN: 13 Sep 1999 
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Eight commercially and recreationally important marine species were 
collected in 1993 and 1994 from several Atlantic and Pacific coastal 
regions -of the contiguous United States. Approximately 700 edible tissue 
samples (e.g., whole body of mussel, crustacean muscle and 
hepatopancreas, and fish muscle) were analyzed for dioxin-like 
chlorobiphenyls (CBs) and other selected CB congeners using a rapid 
high-performance liquid chromatography phofodiode array detection 
method (HPLC/PDA) . Total CBs and toxic equivalents (TEQs) of 
dioxin-like CBs were also determined. The most abundant congeners 
measured in these tissues were the moderately chlorinated CBs (e.g., CB 
138, 153), with mean concentrations ranging from below the limits of 
detection (approximately 0.2 ng/g) to 1,500 ng/g, wet weight. Certain 
dioxin-like CBs (e.g., CBs 77, 105, 118, 126) were also found in several 
of these samples (mean concentrations ranging from below the limits of 
detection (approximately 0.4 ng/g) to 680 ng/g). Similar to previous 
studies, the majority of seafood tissues contained total CB concentrations 
that were below the U.S. Food and Drug Administration's (FDA) tolerance 
limit for CBs of 2,000 ng/g, wet weight (2.0 ppm) . Furthermore, the 
majority of samples that contained CB levels below the FDA CB tolerance 
limit also had CB TEQs that were lower than the FDA's advisory level for 
TCDD (25 ppt or 25 pg/g, wet weight) in fish from the Great Lakes, which 
is used in evaluating CB. TEQs . Several crustacean hepatopancreas samples 
collected from certain Atlantic and Pacific urban sites (e.g., Dungeness 
crab from Elliott Bay in Puget Sound, WA, American lobster from Deer 
Island in Boston Harbor, MA) , however, did contain total CB and CB TEQs 
that exceeded the FDA CB tolerance and TCDD advisory limits. Mono-ortho- 
(e.g., CBs 118, 105) and non-ortho-substituted congeners (e.g., CBs 77 and 
126) were the largest contributors to the CB TEQs of the hepatopancreas 
samples that exceeded the action limit. 
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AB METHOD OF SCREENING PHYSIOLOGICAL SAMPLES for elevated levels 

of heat shock proteins due to chronic exposure to sublethal levels of 
stressors, and kits for carrying out the method, are 
disclosed. The methods comprise: conducting first and second 
assays at different times, each assay comprising: (aj sampling by 
removing a physiological sample from the organism under sampling 
conditions that do not induce a heat shock protein response in. the 
organism; (b) measuring the concentration in the sample of at least one 
heat shock protein selected from the group consisting of hsp 20-30, hsp 
60, hsp 70, hsp 90 and ubiquitin; and (c) comparing. the heat shock 
protein concentrations measured in the first and second assays and 
considering the organism to have been chronically exposed to one or more 
stressors if the concentrations are at least about 2 times above a 
baseline heat shock protein concentration corresponding to an unstressed 
physiological sample and the measured concentrations do not vary more 
than about 50% one from the other. The invention also provides 
methods- for medically screening for biological damage due to 
chronic of an organism to a stressor by the above method and 
then comparing the measured concentration of hsp to a predetermined 
standard calibration curve which correlates hsp concentration with 
physiological impairment of growth or reproductive processes, and kits 
for carrying out the methods. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Method of detecting chronic exposure of an organism to a 

stressor, and for evaluating biological damage due to chronic exposure 
to sublethal levels of stressors and kits for carrying out the 
method are disclosed. The methods comprise: (a) 

sampling at least one organism in order to determine whether it has been 
chronically exposed to a sublethal concentration of one or more 
stressors in its environment, under sampling conditions that do not 
induce any additional heat shock protein (hsp) response in the organism; 
(b) obtaining a sample of cells or secretions of said organism, 
suspected of .having elevated levels of heat shock proteins and 
solubilizing the heat shock proteins in the sample; and (c) measuring 
the concentration of a heat shock protein in said sample. The invention 
also provides methods for evaluating biological damage due to 
chronic exposure to a sublethal concentration of one or more stressors 
comprising detecting chronic exposure of the organism by the above 
method and then comparing the measured concentration of hsp to a 
predetermined standard calibration curve which correlates hsp 
concentration with physiological impairment of growth or reproductive 
processes, and kits for carrying out the methods. 
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The present invention relates to the discovery that biocompatible 



1 6 Drawing Page ( s ) 



anionic polymers can effectively inhibit fibrosis, scar formation, and 
surgical adhesions. Anionic polymers for use in the invention include 
but are not limited to natural proteoglycans, and the glycosaminoglycan 
moieties of proteoglycans. Additionally, anionic carbohydrates and other 
anionic polymers may be used. The anionic polymers dextran sulfate and 
pentosan polysulfate are preferred. In a more preferred embodiment, 
dextran sulfate, in which the sulfur content is greater than about 10% 
by weight, may be used. In a more preferred embodiment, the average 
molecular weight is about 40,000 to 500,000 Daltons. The present 
invention further provides compositions and methods to inhibit 
glial cell invasion, detrimental bone growth and neurite outgrowth. In a 
preferred embodiment, the inhibitory compositions further comprise an 



adhesive' protein. 
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AB The present invention relates to the discovery that biocompatible 

anionic polymers can effectively inhibit fibrosis, scar formation, and 
surgical adhesions. The invention is predicated on the discovery that 
anionic polymers effectively inhibit invasion of cells associated with 
detrimental healing processes, and in particular, that the effectiveness 
of an anionic polymer at inhibiting cell invasion correlates with the 
anionic charge density of the polymer. Thus the present invention 
provides a large number of materials for use in methods of 
inhibiting fibrosis and fibroblast invasion. Anionic polymers for use in 
the invention include but are not limited to natural proteoglycans, and 
the glycosaminoglycan moieties of proteoglycans. Additionally, anionic 
carbohydrates and other anionic polymers may be used. The anionic 
polymers dextran sulfate and pentosan polysulfate are preferred. In a 
more preferred embodiment, dextran sulfate, in which the sulfur content 
is greater than about 10% by weight, may be used. In a more preferred 
embodiment, the average molecular weight is about 40,000 to 500,000 
Daltons. The present invention provides compositions and methods 
to inhibit fibrosis and scarring associated with surgery. The invention 
further provides compositions and methods to inhibit glial 
cell invasion, detrimental bone growth and neurite outgrowth. In a 
preferred embodiment, the inhibitory compositions further comprise an 
adhesive protein. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Cell and tissue destruction by cryoablation is enhanced by the perfusion 

of the cells with thermal hysteresis proteins prior to the cryogenic 
freezing. The effect of the proteins is to promote the growth of 
spicular ice crystals in the intracellular fluid which destroy the .cell 
by piercing the cell membrane. This decreases the incidence of cell 
preservation by freezing, thereby permitting a more uniform and 
controllable destruction of undesirable tissue by the cryoablation 
technique. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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the invention include but are not limited to natural proteoglycans, and 
the glycosaminoglycan moieties of proteoglycans. Additionally, anionic 
carbohydrates and other anionic polymers may be used. The anionic 
polymers dextran sulfate and pentosan polysulfate are preferred. In a 
more preferred embodiment, dextran sulfate, in which the sulfur content 
is greater than about 10% by weight, may be used. In a more preferred 
embodiment, the average molecular weight is about 40,000 to 500,000 
Daltons . The present invention provides compositions and methods 
to inhibit fibrosis and scarring associated with surgery. The invention 
further provides compositions and methods to inhibit glial 
cell invasion, detrimental bone growth and neurite outgrowth. In a 
preferred embodiment, the inhibitory compositions further comprise an 
adhesive protein. 
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AB Domoic acid (DA) is a potent neurotoxic amino acid which has been 

established as the agent responsible for amnesic shellfish poisoning 
(ASP) . Beginning in the fall of 1991, DA was discovered in anchovies, 
razor clams and Dungeness ' crabs harvested from the west coast of the 
United States. A surveillance program for DA in shellfish was initiated 
by the responsible regulatory agencies which successfully managed the 
situation. Routine determination of DA is accomplished using HPLC with 
ultraviolet (UV) detection. In the present study we describe a 
complementary method for confirmation of DA in shellfish. In 
the method, DA is isolated from crude methanol/water tissue 
extracts by solid phase extraction using a strong cation exchange • column . 
Conversion of DA into the corresponding volatile N-f ormyl-O-methyl 
derivative is accomplished in a single .reaction step by treatment with 
dimethylf ormamide dimethyl acetal. The resulting derivative can be 
analyzed by gas chromatography/mass spectrometry (GC/MS) using widely 
available benchtop .instrumentation . The derivative of DA affords a mass 
spectrum with several diagnostic ions useful for selected ion monitoring. 
The method' can confirm DA in razor clam (Siliqua patula) , blue 
mussels (Mytilus edulis), and Dungeness crab 
(Cancer magister) tissues to below the current regulatory 
action levels . 
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^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
A new method (competitive adsorption method) for 
the removal of toxic, heavy metals from acid-sensitive biomaterials was 
proposed and it was applied to the removal of cadmium from the mid-gut 
gland (MG) of scallop, Patinopecten yessoensis. Insolubilized humic acid, 
which has been developed in our laboratory, was used as a competitive 
adsorbent. A metal-complexation model was used to determine the 
adsorption characteristics of cadmium onto MG. Furthermore, the model was 
applied to the competitive adsorption system. The results showed that the 
competitive adsorption method enabled the simultaneous removal 
of toxic cadmium from both liquid and RIG phase under mild acidic 
condition (pH 5). (C) 1997 Academic Press. 
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(DA) is a potent neurotoxic amino acid which has been 
as the agent responsible for amnesic shellfish poisoning 
(ASP) . Beginning in the fall of 1991, DA was discovered in anchovies, 
razor clams and Dungeness crabs harvested from the west coast of the 
United States. A surveillance program for DA in shellfish was initiated by 
the responsible regulatory agencies which successfully managed the 
situation. Routine determination of DA is accomplished using HPLC with 
ultraviolet (UV) detection. In the present study we describe a 
complementary method for confirmation of DA in shellfish. In the 
method, DA is isolated from crude methanol/water tissue extracts 
by solid phase extraction using a strong cation exchange column. 
Conversion of DA into the corresponding volatile N-f ormyl-O-methyl 
derivative is accomplished in a single reaction step by treatment with 
dimethylf ormamide dimethyl acetal. The resulting derivative can be 
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Domoic acid 
established 



analyzed by gas chromatography/mass spectrometry (GC/MS) using widely 
available benchtop instrumentation. The derivative of DA affords a mass 
spectrum with several diagnostic ions useful for selected ion monitoring. 
The method can confirm DA in razor clam (Siliqua patula) , blue 
mussels (Mytilus edulis), and Dungeness crab { 

Cancer magister) tissues to below the current regulatory action 
levels . 
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AB Two predatory gastropods, moonsnails (Polinices lewissi) and frilled 

dogwinkles (Nucella lamellosa) , were collected in the Puget Sound basin 
in the summer and fall of 1994 and in the spring of 1995. Analyses 
indicated the presence of paralytic shellfish poison (PSP) toxins in 
these gastropods in all sampling periods: however, no domoic acid was 
detected in any of the samples. Other species of molluscan shellfish and 
a species of Crustacea, considered possible prey and/or indicators of PSP 
in the area, were also collected. In September 1994, levels of PSP in 
moonsnails collected from Agate Passage averaged 145 mu g of saxitoxin 
(STX) equivalents (equivalent ) /100 g: butter clams taken from the same area 
at the same time averaged 73 mu g of STX equivalent/100 g. In October 1994, 
when a local monitoring station indicated the presence of PSP in Mystery 
Bay, a collection and PSP analyses of molluscan shellfish yielded the 
following average values: dogwinkle (N. lamellosa) averaged 72 mu g of 
STX equivalent /100 g; blue mussels (Mytilus 
edulis), 652 mu g of STX equivalent /100 g; Pacific oyster 
(Crassostrea gigas) , 45 mu g of STX equivalent /100 g; northern horse 
mussel (Modiolus modiolus) , 48 mu g of STX equivalent /100 g and 
snails (Searlesia dira) , 50 mu g of STX equivalent 7100 g. In April 1995, 
another collection and analyses of shellfish from Agate Passage showed 
that moonsnails averaged 48 mu g of STX equivalent /100 g, and butter clams 
(Saxidomus giganteus) averaged 35 mu g of STX equivalent/100 g (range, 0-77 
mu g of STX equivalent /100 g) ; Pacific littleneck clams (Protothaca staminea) 
and red rock crab (Cancer productus) did not contain PSP toxin. 
Modifications of the sample preparation methods required for 
the analyses of samples are described. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Method of detecting chronic exposure of an organism to a 

pollutant, and for evaluating biological damage due to chronic exposure 
to sublethal levels of pollutants and kits for carrying out the 
method are disclosed. The methods comprise: 

(a) sampling at least one organism in order to determine whether it has 
been chronically exposed to a sublethal concentration of one or more 
pollutants in its environment, under sampling conditions that do not 
induce any additional heat shock protein (hsp) response in the organism; 

(b) obtaining a sample of cells or secretions of said organism, 
suspected of having elevated levels of heat shock proteins and 
solubilizing the heat shock proteins in the sample; and 

(c) measuring .the concentration of a heat shock protein in said sample. 

The invention also provides methods for evaluating biological 
. damage due to chronic exposure to a sublethal concentration of one or 
more pollutants comprising detecting chronic exposure of the organism by 
the above method and then comparing the measured concentration 
of hsp to a predetermined standard calibration curve which correlates 
hsp concentration with physiological impairment of growth or 
reproductive processes, and kits for carrying out the methods. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Domoic acid (DA) was first reported in mussels (Mytilus 

edulis) from Prince Edward Island, Canada, in 1987. It reappeared 
in anchovies and pelicans from Monterey Bay, California, in 19.91-. Later 
that year, domoic acid was found in razor clams (Siliqua patula) and 
Dungeness crabs (Cancer magister) along the Washington and 
Oregon coasts. Since the initial outbreak, a variety of analytical 
methods for the detection of this neurotoxin have been developed. 
Here, we describe a modification to the solid phase extraction (SPE) 
clean-up step in Quilliam's HPLC-UV method (1991: NRCC Number 
33001). The standard 10% acetonitrile (MeCN) wash and 0 . 5M ammonium 
citrate buffer (ACB) in 10% MeCN (pH =4.5) eluting solution have been 
replaced with a 0 . 1M sodium chloride (NaCl) in 10% MeCN wash and a 0 . 5M 
NaCl in 10% MeCN eluting solution. This modification allows the analysis 
to work equally well on both clam and crab viscera and meat. Chromatograms 
of visceral samples no longer contain interfering or late eluting peaks; 
and all chromatograms are free of the large solvent peak tailing 
associated with the ACB eluent. The newly modified method allows 
for an improved and more versatile domoic acid analysis. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Method of detecting chronic exposure of an organism to a 
pollutant, and for evaluating biological damage due to chronic exposure 
to sublethal levels of pollutants and kits for carrying out the 
method are disclosed. The methods comprise: 

(a) sampling at least one organism in order to determine whether it has 
been chronically exposed to a sublethal concentration of one or more 
pollutants in its environment, under sampling conditions that do not 
induce any additional heat shock protein (hsp) response in the organism; 

(b) obtaining a sample of cells or secretions of said organism, 
suspected of having elevated levels of heat shock proteins and 
solubilizing the heat shock proteins in the sample; and 
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(c) measuring the . concentration of a heat shock protein selected from 



hsp 70, hsp 60 and ubiquitin, in said sample. 



The invention also provides methods for evaluating biological 
damage due to chronic exposure of the organism by the above 
method and then comparing the measured concentration of hsp to a 
predetermined standard calibration curve which correlates hsp 
concentration with physiological impairment of growth or reproductive 
processes, and kits for carrying out the methods. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Medical catheters and methods are provided for dispensing and 
implanting materials and devices within the bodies of living beings. In 
one form, an implantable device or material is disposed within the 
operating head of a catheter which is caused to move through a body duct 
to a select location therein which location is detected either by 
externally scanning the body duct with radiation or ultrasonic energy or 
by viewing an image of the body duct adjacent the head of the catheter 
by means of a fiber optical viewing- system including a fiber optic cable 
extending along the catheter. When properly located, a mechanical, 
electro-mechanical and/or fluidically operated mechanism in the head of 
the catheter is operated causing a select quantity of an implantable 
material or an implant to be forced from the head and caused to engage a 
select portion of the wall of the body duct and attach thereto to retain 
such implant or material in engagement therewith. In a particular form, 
attachment is effected by means of a biodegradeable adhesive which sets 
in situ per se or between the implant of implantable material and the 
tissue of the wall of • the body duct. Thereafter the catheter is 
retracted and either completely removed from the wall of the body duct 
or is disposed at a second location and the procedure repeated with 
respect to a second implant or second quantity of material to be • 
attached to the wall of the body duct. 
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AB Booklet is a synopsis of literature on biological and biochemical studies 
of rock crab (Cancer irroratus) published before early 1977 and • 
some unpublished observations mainly from the USA Environment Protection 
Agency at Narragansett , R. I. It covers nomenclature, taxonomy, 
morphology, distribution, life history, population, exploitation, 
protection and management. It includes about half a page on nutrition, a 
page on growth and half a page on metabolism. Diet of rock crabs was 
mainly carnivorous, and the degree of cannibalism depended on population 
density and may have occurred only in the laboratory. Captive crabs ate 
chopped quahog (Mercenaria mercenaria) and mussel ( 
Mytilus edulis), fish and thawed adult brine shrimp 

(Artemia saline); in one report only papershell crabs, i.e., those in 
moult stages A2 and Bl, accepted squid. Nutritive value of those foods to 
the crabs was not studied. From examinations of gut contents, wild crabs 
ate pelecypods such as mussel (Modiolus) with other animal and 
plant feeds. Maximum carapace widths reported were 141 mm for males and 
106 mm for females off Virginia and 126 and 100 mm off Rhode Island. 
. Regression equations are given for the relation between width and 
bodyweight of adult crabs. Oxygen consumption of larvae and adults is 
mentioned and a table gives concentration of 9 metals in whole body of 
adult crabs from unpolluted water. The sections on exploitation, 
protection and management refer to fishery for wild crabs. There was no 
information available on the culture of rock crabs, but there was a 
reference to a summary of methods used for hatching and 

maintaining larvae in the laboratory (Bigford (1977), Culture manual for 

the rock crab, Cancer irroratus Say. Unpublished manuscript 42 

pp. USA, Environmental Protection Agency, Narragausett , RI 02882) . M. 

Smith 
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AB Ubiquinone contents were . determined in species of marine invertebrates 
[horse mussel (Modiolus modiolus), blue mussel ( 
Mytilus edulis), crab (Cancer pagurus), sea 

urchin (Echinus acutus) and starfish (Asterias rubens) ] and in heart, red 
and white muscle and liver of 3 species of fish [mackerel (Scomber 
scombrus), saithe (Pollachius virens) and halibut (Hippoglossus 
hippoglossus) ] . Three different methods of determination were 
compared based on spectrophotometry, reduction and a reaction with the 
dimethoxy groups of ubiquinone. Using ubiquinone homolog 6-10 prepared 
from beef heart and commercially avialable microorganism (single celled 
protein) as standards, ubiquinone (Q) 10 was found in all samples. Minor 
amounts of Q-9 were found in samples of saithe heart and red muscle. Less 
than 10 mg/kg wet wt of ubiquinone was found in the samples of marine 
invertebrates and in white muscle and liver of the fish samples, with 1 
exception: 40 mg/kg was found in a sample of mackerel liver. Higher 



contents of ubiquinone were found in fish heart and red muscle tissues, 
ranging from 24-116 mg/kg wet weight The ubiquinone contents were comparable 
in the 2 tissues. A test on cellular fragments of .red muscle tissue of 
saithe showed that the ubiquinone was concentrated in the mitochondrial 
fraction . 
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AB Ubiquinone (a coenzyme which functions as an electron transfer agent in 
the Kreb f s cycle) contents were determined in species of marine 
invertebrates-mussels Modiolus modiolus, Mytilus 
edulis, crab Cancer pagurus, sea urchin Echinus acutus, 

and starfish Asteria rubens-and in heart, red and white muscle and liver 
of mackerel Scomber scombrus, saithe Pallachius virens, and halibut 
Hippoglossus hippoglossus . Three different methods of 

determination were compared, based on spectrophotometry, reduction, and a 
reaction with the dimethoxy groups of ubiquinone. Using ubiquinone 
homologues 6-10 prepared from beef heart and commercially available 
microorganisms as standards, ubiquinone 10 was found in all samples. 
Minor amounts of Q-9 were also found in samples of saithe heart and red 
muscle. Less than 10 mg/kg wet wt of ubiquinone was found in the samples 
of marine invertebrates and in white muscle and liver of the fish samples, 
with the exception of 4 0 mg/kg found in a sample of mackerel liver. 
Higher contents of ubiquinone were found in fish heart and red muscle 
tissues, ranging from 24 to 116 mg/kg wet weight The ubiquinone contents 
were comparable in the 2 tissues. A test on cellular fragments of red 
muscle tissue of saithe showed that the ubiquinone was concentrated in the 
mitochondria fraction. 
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A rapid, sensitive method for determining shellfish toxin in clams, 
Mya arenaria, and mussels, Mytilus edulis, 

was developoed and methods applicable for toxin detection in A. 
flos-aquae and in crabs, Cancer irroratus, were devised. 

Fluorometric techniques for the detection of saxitoxin (STX) [35523-89-8] 
on thin-layer chromatog. were more specific and 100 times more sensitive 
than many of the guanidine colorimetric reactions on thin-layer chromatog. 
The oxidation of STX with alkaline H202 followed by acidification produced a 
solution fluorophor with an excitation of 332 nm and an .emission of 381 nm. 



The solution fluorometric assay quantitated >0 . 005-0. 01 ng STX. 
Reaction pH, temperature, time, and H202 concentration, as well as exposure to 
external 

light and various ions, purines, and proteins had an effect on the 
fluorescence intensity of the STX fluorophor. The alkaline H202 oxidation of 

A. 

flos-aquae exts. produced a fluorophor with 330 nm excitation and 380 nm 
emission maximum The temperature-time profile of the Aphanizomenon fluorophor 
indicated that it showed a greater temperature sensitivity than the STX 
fluorophor. The pigmentation present in the solution fluorometric assay 
produced varied results that did not correlate consistently with the mouse 
bioassay. The Aphanizomenon toxin fluorophor applied to and eluted from 
the strong cation exchange column showed a behavior similar to the STX 
fluorophor. The application of the column fluorometric procedure to the 
quantitation of Aphanizomenon toxin yielded values comparable to the mouse 
bioassay using a STX standard 
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The major objective was to develop a rapid, sensitive method 

for determining shellfish toxin content in clams, Mya arenaria, and 

mussels, Mytilus edulis, and to devise 

methods applicable for toxin detection in A. flos-aquae and in 
crabs, Cancer irroratus. Fluorometric techniques for detection 
of saxitoxin (STX) on thin-layer chromatography were shown to be more 
specific and 100 times more sensitive than many of the guanidine 
colorimetric reactions on thin-layer chromatography. The oxidation of 
STX with alkaline hydrogen peroxide followed by acidification produced a 
solution fluorophor with an excitation of 332 nm and an emission of 381 
nm. The solution fluorometric assay quantitated as little as 0.005 to 
0.01 ug STX. Reaction pH, temperature, time, and hydrogen peroxide 
concentration, as well as exposure to external light and various ions, 
purines, and proteins had an effect on the fluorescence intensity of the 
STX fluorophor. The alkaline hydrogen peroxide oxidation of A. 
flos-aquae extracts produced a fluorophor with 330 nm excitation and 380 
nm emission maxima. The temperature-time profile of the Aphanizomenon 
fluorophor indicated that it showed a greater temperature sensitivity 
than the STX fluorophor. The pigmentation present in the solution 
fluorometric assay produced varied results that did not correlate 
consistently with the mouse bioassay. The Aphanizomenon toxin fluorophor 
applied to and eluted from the strong cation exchange column showed a 
behavior similar to the STX fluorophor. The application of the column 
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f luorometric procedure to the quantitation of Aphanizomenon toxin 
yielded values comparable to the mouse bioassay using a STX standard. 
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Recent interest in causes of Dungeness crab (Cancer magister) 
population fluctuations led to a study of temperature and salinity 
effects on survival and growth of zoeae. Preliminary work developed 
methods for culturing larvae in flasks with good survival. A 
comparison of survival of larvae fed two different diets showed the 
naupli of the barnacle Balanus glandula and larvae of the bay 
mussel Mytilus edulis were suitable and 
unsuitable food organisms, respectively. (Author) 



AUTHOR: 

CORPORATE SOURCE: 
NUMBER OF REPORT: 

NUMBER OF CONTRACT 
CONTROLLED TERM: 
COUNTRY: 
LANGUAGE : 
AVAILABILITY: 



OTHER SOURCE: 
AB 



L4 ANSWER 63 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLES: 

AUTHOR: 

CORPORATE SOURCE: 
SOURCE: 



AN 
AB 



65 WATER COPYRIGHT 2007 CSA on STN 
2004040632 WATER 
7205606 

DETERMINATION OF RESIDUAL FUEL OIL CONTAMINATION OF 
AQUATIC ANIMALS 
ZITKO, V 

FISHERIES RESEARCH BOARD OF CANADA, ST. ANDREWS (NEW 
BRUNSWICK) . BIOLOGICAL STATION 

BULLETIN OF ENVIRONMENTAL CONTAMINATION AND TOXICOLOGY, 
VOL 5, NO 6, P 559-564, SEPTEMBER/OCTOBER 1971. 1 FIG, 1 
TAB, 15 REF. 
2004040632 WATER 

A SIMPLE SPECTROFLUOROMETRIC METHOD FOR THE QUANTITATIVE 

DETERMINATION OF HEAVY RESIDUAL FUEL OIL (BUNKER C) IN AQUATIC ANIMALS IS 
DESCRIBED. HEXANE EXTRACTS OF ANIMAL TISSUE WITH AN ABSORBANCE NOT 
GREATER THAN 0.001 AT 300 NM ( 1 CM CELL) WERE ANALYZED AND THE MAXIMUM 
FLUORESCENCE EMISSION SPECTRUM OF BUNKER C OIL' AT 360 NM WAS USED TO 
CALCULATE THE BUNKER C OIL CONCENTRATION IN THE TISSUES. TABULAR DATA ARE 
PRESENTED TO VERIFY THE CONCLUSION THAT AQUATIC ANIMALS DO TAKE UP LARGE 
QUANTITIES OF BUNKER C OIL AND DISTRIBUTE IT THROUGHOUT THE TISSUES. THIS 
METHOD DETERMINES ONLY THE FLUORESCENT FRACTION OF THE OIL AND 
GIVES NO DATA ON THE BIOLOGICALLY INERT ALIPHATIC FRACTION. IT IS 
SUITABLE FOR THE DETERMINATION OF THE GENERAL PATTERNS OF UPTAKE, 
EXCRETION AND METABOLISM OF BUNKER C OIL IN AQUATIC ANIMALS. FURTHER 
STUDY IS REQUIRED TO DETERMINE THE FATE OF THE OIL IN THE ANIMALS AND IN 
THE FOOD CHAIN. ( HOLOMAN-BATTELLE ) 



